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Benzoxazinone-derived compounds, their preparation and use as medicaments - ^ 



The present invention relates to Ben^xazinone-derived compounds of general 
formula (I), metliods for their preparation, medicaments comprising these compounds 
as well as their use for the preparation of a medicament for the treatment of humans " 
or animals. 

Neuropeptide Y (NPY), first isolated In porcine brain extracts (Tatemoto et. al. Nature 
1982, 296, 659), is a 36-amlnoacid peptide belonging to the family of pancreatic 
polypeptides, and is one of the most abundant peptides in the brain and in the central 
nervous system. In addition, NPY is also distributed in several parts of the peripheral 
nervous system. 

Several studies suggest a significant role of NPY in food ingestion regulation and 
particularly in food dysfunctions like obesity, anorexia and bulimia. Specificaiiy. NPY 
is a powerful stimulant of food ingestion. Thus, appetite is significantly increased 
when NPY is injected directly into the CMS of satiated mice (Clark J. T. et. al. 
Endocrinology 1984, 115, 427; Levine A. S. et. al. Peptides 1984. 5, 1025; Stanley B. 
G. et. al. Life Sd. 1984. 35, 2635; Stanley B. G. et. al. Proc. Nat. Acad. Sci. USA 
1 985, 82, 3940). On the other hand. NPY may play a role in cognitive function 
regulation, e. g. memory (Flood J. F. et. al. Brain Res. 1987, 421, 280; Redrobe J. P. 
et Al. Brain Res. 1999. 848, 153), and be active in anxiety (Heilig 1^. et. al. Reg. 
Peptides 1992, 41, 61) and depression (Heilig M. et al. Eur. J. Phanmacol. 1988, 
147, 466) processes. 

NPY is also distributed in the peripheral system. Some studies suggest that it might 
be involved in hypertensive (Michal M. C: et al. J. Hypertens. 1995, 13, 153), and 
analgesic (Gehlert D. R. Life Sd. 1994. 55. 551) processes, among others. 

The endogenous proteins tiiat constitute NPY-binding receptors have been widely 
studied. Several have been doned and expressed. At present sbc different receptor 
subtypes, named Y1 to Y6. are recognized (Hispkind P. A. et al. Annu. Rep. Med. 
Chem. 1996, 31, 1; Gmnemar L. et al. TIPS Reviews.. 15, 153). Each NPY receptor 
subtype is generally associated to a different biological activity. For example, Y2 
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receptor is involved In the induction of convulsions in rats (Dumont Y. et. al. Brit. J. 
Pharmacol. 2000. 129. 1075). 



The most recently identified receptor Is Y5 (Hu et. al. J. Biol. Chem. 1996. 271. 
2631 5). There is evidence that Y5 receptor has a unique pharmacotogical profile 
related to food ingestion as compared to the other receptor subtypes. The fact that 
{D-Trp^]NPY peptide, a selective Y5-receptor agonist with no affinity for Y1 receptor, 
stimulates food ingestton in rats (Gerald C. et. al. Nature. 1996. 382. 168). supports 
the hypothesis that Y5 receptor is related to exaggerated food consumption. 
Consequently, compounds antagonizing Y5 receptor should be effective to inhibit 
food ingestion and very useful to control diseases lilte obesity or disorders of food 
ingestion, preferably anorexia or bulimia, or diabetes, artritis or epilepsy. 

Several NPY5 non-peptidic antagonists have been described. Thus. 2- 
aminoquinazoline derivatives [PCT Int. Appl. WO 9720823. 1997 (Novartis AG)], 
sulfonamides [PCT Int. Appl. WO 9719682. 1997 (Synaptic Pharmaceutical Corp.)]. 
pyrazoles [PCT int Appl. WO 9824768. 1998 (Banyu Pharmaceutical Co.. Ltd)], 
aminopyridines pCT Int. Appl. WO 9840356. 1998 (Banyu Pharmaceutical Co.. 
Ltd)]. N-aralkyl-2-tetralinamines [PCT Int Appl. WO 0020376. 2000 (Ortho McNeil 
Phamnaceutical Inc.)], several amides [PCT Int Appl. WO 9835957. 1998 (Bayer 
Corp.)]. pyridine and pyrimidine derivatives [PCT Int. Appl. WO 9940091, 1999 ( 
Amgen Inc.)], carbazoles [PCT Int. Appl. WO 0107409, 2001 (Astra Zeneca AS.)], 
and spiroisoquinolinones [PCT Int. Appl. WO 0113917, 2001 (Bristol-Myers Squibb 
Co.)], have t>een prepared. 

Benzoxazinone derivatives having biological activity related to NPY receptors are not 
disclosed in the state of the art. The only background of benzoxazinone derivatives 
with btological activity refer to P2X7-receptor antagonists, useful for the treatment of 
inflammatory, immune or cardiovascular diseases [PCT Int Appl. WO 01044213, 
2001 (Astrazeneca AB)]. to oxytocin receptor antagonists, useful in tocology [PCT int 
Appl. WO 9725992, 1997 (Merck Co.. Inc.)]. to al c adrenergic receptor antagonists 
[PCT Int Appl. WO 9528397, 1 955 (Merck Co., Inc.)], or to 
phamesilproteintransferase enzyme inhibitors [PCT Int Appl. WO 9738665. 1997 
(Merck Co., Inc.)]. 
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Thus, it was an object of the present invention to provide novel compounds that are 
suitable in particular as active substances in medicaments, preferably in 
medicaments for the regulation of neuropeptide Y receptors, particularly preferably of 
neuropeptide Y 5 (NPY5) receptor, for the regulation of food Ingestfon, preferably for 
the prophylaxis and/or treatment of disorders of food ingestion, preferably obesity, 
anorexia, bulimia or diabetes, for the prophylaxis and/or treatment of disorders of the . 
peripheral nervous system, disorders of the central nervous system, anxiety, 
depression, cognitive disorders, preferably memory disorders, cardiovascular 
diseases, pain, epilepsy, arthritis, hypertensive syndrom. Inflammatory diseases, 
immune diseases and other NPY6 mediated disorders in mammals, including man. 

Said object was achieved by providing benzoxazinone-derived compounds of general 
formula (I), 




O 



(0 



wherein 
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R\ R^, R^, R"* are each independently selected from the group consisting of 
hydrogen, halogen, an unbranched or branched, saturated or unsaturated, optionally 
at least mono-substituted aliphatic radical, a saturated or unsaturated, optionally at 
least mono-substituted, optionally at least one heteroatom as ring member containing 
cycloaliphatic radical, which may be bonded via an optionally at least mono- 
substituted alkylene group and/or may be condensed with an optionally at least 
mono-substituted mono- or polycyclic ring-system, an optionally at least mono- 
substituted aryl- or heteroaryl radical, which may be bonded via ah optionally at least 
mono-substituted alkylene group and/or may be condensed with an opttonally at least 
mono-substituted mono- or polycyclic ringsystem, a nitro, cyano, -OR^^, -OC(=0)R''^, 
-SR^^, 'SOR^\ -SOjR^^. -NH-S02R^^ -SO2NH2 and -NR^^R^® moiety, 

R^ represents hydrogen, an unbranched or branched, saturated or unsaturated, 
optionally at least mono-substituted aliphatic radical or a saturated or unsaturated, 
optionally at least mono-substituted, optionally at least one heteroatom as ring 
member containing cycloaliphatic radical, 

R^, R^, R^ are each independently selected from the group consisting of 
hydrogen, an unbranched or branched, saturated or unsaturated, optionally at least 
mono-substituted aliphatic radical, a saturated or unsaturated, optionally at least 
mono^substituted, optionally at least one heteroatom as ring member containing 
cycloaliphatic radical, a cyano and a -COOR^^ moiety, 

A represents a bridge member -CHR^®- or -CHR^^-CHa-. 

R'^^ represents hydrogen, an unbranched or branched, saturated or unsaturated, 
optionally at least nnono-substituted aliphatic radical, a saturated or unsaturated, 
optionally at least mono-substituted, optionally at least one heteroatom as ring 
member containing cycloaliphatic radical or an opttonally at least mono-substituted 
aryl- or heteroaryl radical, which may be bonded via an optionally at least mono- 
substituted alkylene group and/or may be condensed with an opttonally at least 
mono-substituted mono- or polycyclic ring-system. 
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R^^ represents an unbranched or branched, saturated or unsaturated, optionally at 
least mono-substituted aliphatic radical, a saturated or unsaturated, optionally at least 
mono-substituted, optionally at least one heteroatom as ring member containing 
cycloaliphatic radical, which may be bonded via an optionally at least mono- 
substituted alkylene group and/or may be condensed with an optionally at least 
mono-substituted mono- or polycydic ringsystem, or an optionally at least mono 
substituted aryl- or heteroaryl radical, which may be bonded via an optionally at least 
mono-substituted alkylene group and/or may be condensed with an optionally at least 
mono-substituted mono- or polycydic ringsystem. or 

R^° and R" together with the bridging nitrogen atom form an optionally at least 
mono-substituted, saturated, unsaturated or aromatic heterocydic ring that may 
contain at least one further heteroatom as a ring member and/or may be condensed 
with an optionally at least mono-substituted mono- or polycydic ringsystem. 

R^2 represents hydrogen, an unbranched or branched, saturated or unsaturated, 
optionally at least mono-substituted aliphatic radical, a saturated or unsaturated, 
optionally at least mono-substituted, optionally at least one heteroatom as ring 
member containing cydoallphatic radical, which may be bonded via an optionally at 
least mono-substituted alkylene group and/or may be condensed with an optionally at 
least mono-substituted mono- or polycydic ring-system, or an optfonally at least 
mono-substituted aryl- or heteroaryl radical, which may be bonded via an optionaHy 
at least mono-substituted alkylene group and/or may be condensed with an optkmally 
at least mono-substituted mono- or polycydic ring-system, 

R^5 represents hydrogen, an unbranched or branched, saturated or unsaturated, 
optionally at least mono-substituted aliphatic radk»l. a saturated or unsaturated, 
optfonally at least mono-substituted, optionally at least one heteroatom as ring 
member containing cydoallphatic radical, which may be bonded via an optionally at 

least mono-substituted alkylene group and/or may be condensed with an optfonally at 
least mono-substituted mono- or polycydfo ring-system, or an optionally at least 
mono-substituted aryl- or heteroaryl radical, which may be bonded via an optionally 
at least nnono-substituted alkylene group and/or may be condensed with an optionally 
at least mono-substituted mono- or polycydic ring-system. 
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R^^ represents an unbranched or branched, saturated or unsaturated, optionally at 
least mono^substituted aliphatic radical, a saturated or unsaturated, optionally at least 
mono-substituted, optionally at least one heteroatom as ring member containing 
cydoaliphatic radical, which may be bonded via an optionally at least mono- 
substituted alkylene group and/or may be condensed with an opt'ionaliy at least 
mono-substituted mono- or polycyclic ring-system, or an optionally at least mono- 
substituted aryl- or heteroaryl radical, which may be bonded via an optionally at least 
mono-substituted alkylene group and/or may be condensed with an optionally at least 
mono-substituted mono- or polycyclic ring-system. 

R^^ and R^^ are each independentiy selected from the group consisting of hydrogen, 
an unbranched or branched, saturated or unsaturated, optionally at least mono- 
suk>stituted aliphatic radical, a saturated or unsaturated, optionally at least mono- 
substituted, optionally at least one heteroatom as ring member containing 
cydoaliphatic radical, which may be bonded >da ah optionally at least mono- 
substituted alkylene group and/or may be condensed vinth an optionally at least 
mono-substihited mono- or polycyclic ring-system, or an optionally at least mono- 
substituted aryl- or heteroaryl radteal, which may be bonded via an optionally at least 
mono-substituted alkylene group and/or may be condensed with an optionally at least 
mono-substituted mono- or polycydic ring-system, 

or R^^ and R^® together with the bridging nitrogen atom form a saturated, unsaturated 
or aromatic heterocyclic ring, which may be at least mono-substituted and/or contain 
at least one further heteroatom as ririg member. 

represents hydrogen, an unbranched or branched, saturated or unsaturated, 
optionally at least mono-substituted aliphatic radical, a saturated or unsaturated, 
optionally at least mono-substituted, optionally at least one heteroatom as ring 
memt>er containing cydoaliphatic radical or an optionally at least mono-substituted 
aryl- or heteroaryl radical, which may be bonded via an optionally at least mono- 
substituted alkylene group and/or may be condensed with an optionally at least 
mono-substituted mono- or polycydic ring-system. 



6 



wo 03/084952 PCT/EP03/03629 

R^® represents hydrogen, an unbranched or branched, saturated or unsaturated, 
optionally at least mono-substituted aliphatic radical, a saturated or unsaturated, 
optionally at least mono-substituted, optionally at least one heterx>atom as ring 
member containing cycloaliphatic radical or an optionally at least mono-substituted 
aryi- or heteroaryi radical, which may be bonded via an optionally at least mono- 
substituted alkylene group and/or may be condensed with an optionally at least 
mono-substituted mono- or poiycydic ring-system, 

optionally In form of one of their stereoisomers, preferably enantiomers or 
diastereomers. their racemates or in fonrn of a mixture of at least two of its 
stereoisomers, preferably enantiomere or diastereomers. In any mixing ratio, or 
physiologically acceptable salts thereof, or solvates, respectively. 

A mono- or poiycydic ring-system according to the present Invention means a mono- 
or poiycydic hydrocarbon ring-system that may be saturated, unsaturated or 
aromatic. If the ring system is poiycydic. each of its different rings may show a 
different degree of saturation, i.e. it may be saturated, unsaturated or aromatic. 
Optionally each of the rings of the mono- or poiycydic ring system may contain one 
or more heteroatoms as ring members, which may be identical or different and which 
can preferably be selected from the group consisting of N, O, S and P, more 
preferably be selected from the group consisting of N. O and S. Preferably the 
poiycydic ring-system may comprise two rings that are condensed. The rings of the 
mono- or poiycydic ring-sytem are preferably 5- or 6-membered. 

If one or more of the residues R^-R^« represents an aliphatic radical, which is 
substituted by one or more substituents. unless defined ottienwise. each of these 
substituents may preferably be selected from the group consisting of hydroxy, 
halogen, branched or unbranched Ci.4-alkoxy, branched or unbranched 
Ci.4-perfluoroalkoxy. branched or unbranched Ci^-perfluoroalkyl. arhlno. carijoxy. 
amido. cyano, nitro. -SO2NH2. -CO-Ci^-alkyl. -SO-Ci^-alkyl, -SOz-Ci^-alkyl, 
-NH-S02-CM-alkyl . wherein the Ci^-alkyl may in each case be branched or 
unbranched. an unsubstituted or at least mono-substituted phenyl or naphthyl radical 
and an unsubstituted or at least mono-substituted furanyl-. thienyl-. pynolyl-, 
ImWazolyl-. pyrazolyl-, pyridlnyl-. pyrimidinyl-, quinolinyl- and isoquinblinyl radical. 
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more preferably be selected from the group consisting of hydroxy. F, CI, Br, methoxy. 
ethoxy. CF3 and an unsubstituted phenyl radical. If any one of the above mentioned 
substltutents itself is at least mono-substituted, said substituents may preferably be 
selected from the group consisting of F, CI. methyl and methoxy. 

If one or more of the residues R^-R^^ represents a cydoaliphatic radical, which is 
substituted by one or more substituents. unless defined othenvlse. each of these 
substituents may preferably be selected from the group consisting of hydroxy, 
halogen, branched or unbranched C^^-allcyl, branched or unbranched Ci^-alkoxy. 
branched or unbranched Ci^-perfluoroalkoxy, phenoxy. benzoyl, cydohexyl. 
branched or unbranched Ci^-perfluoroalkyl, -NR'^R^ wherein R^, R^ are each 
independently selected from the group consisting of H, a branched or unbranched Ci. 
4-alkyl-radical, -CH2-CH2-OH and phenyl, cart>oxy. amido, cyano, nitro, -SO2NH2, - 
CO-Ci^-allcyl. -CO-OCi^-alkyl, -SO-Ci^-alkyl. -SOz-Ci^-alkyl. -NH-SOa-Ci^rallcyl, ^ 
wherein Ci^-alkyl may in each case be branched or unbranched. unsubstituted or at 
least morK>-substituted phenyl or naphthyl and unsubstituted or at least mono- 
substituted furanyt-. thienyl-. pyrrolyl-. imidazolyl-. pyrazolyl-. pyridinyi^, pyrimidinyi-. 
quinolinyi^ and isoquin(dinyl radical, more preferably be selected from the group 
consisting of hydroxy, F. CI. Br. methyl, ethyl, methoxy. ethoxy. benzoyl, phenoxy. 
cydohexyl. -CF3, -CO-CH3, -CO-OCH3, -NR^R^ wherein R^, R® are each 
independentiy selected from the group consisting of H. a branched or unbranched 
Ci^-all<yl-radical, -CH2-CH2-OH and phenyl, and an unsubstituted phenyl radical. If 
any one of the above mentioned substltutents itself is at least mono-substituted, said 
substituents may preferably be selected from the group consisting of F. Ci, methyl 
and methoxy. 

If one or more of the residues R^-R^ and R^°-R^^ comprises an all^ene group, which 
is substituted by one or more substituents. unless defined otherwise, each of these 
substituents may preferably be selected from the group consisting of hydroxy, 
halogen, branched or unbranched Ci^-alkoxy. branched or unbranched 
Ci^-perfluoroalkoxy; branch^ or unbranched Ci^-perfluoroalkyi, amino, cartx>xy. 
amklo, cyano. nitrp, -SO2NH2, -CO-Ci^-alkyI, -SO-Ci^-alkyl, -S02-Ci^-alkyl, 
-NH-S02-Ci^-alkyl, wherein Ci^-alkyl may be branched or unbranched. an 
unsubstituted or at least mono-substituted phenyl or naphthyl radical and an 
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unsubstituted or at least mono-substituted furanyl-, thienyl-, pyrrolyl-. imldazolyl-, 
pyrazolyl-, pyrkJinyl-. pyiimWInyl-. quinolinyl- and isoquinolinyt radical, more 
preferably be selected from the group consisting of hydroxy, F, CI. Br. methoxy. 
ethoxy, CF3 and unsubstituted phenyl. If any one of the above mentioned 
substitutents itself is at least mono-substituted, said substituents may preferably be 
selected from the group consisting of F. CI, methyl and methoxy. 

If one or more of the residues R^-R* and R'^-R" comprises a mono- or polycyclic 
ringsystem, which is substituted by one or more substituents. unless defined 
otherwise, each of these substituents may preferably be selected fiom the group 
consisting of hydnaxy. halogen, branched or unbranched Ci.4-alkyl. branched or 
unbranched Ci^-alkoxy, branched or unbranched Ci^-perfluoroalkoxy, branched or 
unbranched Ci^-perfluoroalkyl, amino, carboxy. amido. cyano, keto, nitro. -SO2NH2. 
-CO-C,^-alkyl, -SO-C,.4-alkyi. -S02-Ci.4-aikyl. -NH-S02-Ci.4-alkyl. wherein C,.4-alkyl 
may be branched or unbranched, an unsubstituted or at least mono-substituted 
phenyl or naphthyl radical and unsubstituted or at least mono-substituted furanyl-. 
thienyl-. pynolyl-, Imidazolyl-, pyrazolyl-. pyridinyl-. pyrimidinyl-, quinolinyl- and 
isoqulnolinyl, more preferably from the group consisting of hydroxy, F. CI. Br. methyl, 
ethyl, methoxy. ethoxy. CF3. keto, cyano and an unsubstituted phenyl radical. If any 
one of the above mentfoned substitutents itself is at least mono-substituted, said 
substituents may preferably be selected from the group consisting of F. a. methyl 
and methoxy. 

If one or more of the residues R^-R^* and R'0-R« represents or comprises an aryl 
radical, which is substituted by one or more substituents, unless defined othenvlse. 
each of these substituents may preferably be selected from the group consisting of 
hydroxy, halogen, branched or unbranched Ci^-alkoxy, branched or unbranched 
Ci.4-alkyl, branched or unbranched Ci.4-perfluoroalkoxy. unsubstituted or at least 
mono-substituted phenoxy, unsubstituted or at least mono-substituted benzoyl, 
cyclohexyl, branched or unbranched Ci.4-perfluoroalkyl, NR^R^ wherein R^ are 
each independently selected from the group cx)nsisting of H, a branched or 
unbranched Ci^-alkyl-radical. -CH2-CH2-OH and phenyl, carboxy. amido. cyano. 
-GH(OH)(phenyl). nitro. -SO2NH2. -CO-Ci^-alkyl, .CO-OC,^-alkyl. -SO-Ci^-alkyl. - 
S02-Ci^-alkyl, -NH-S02-Ci.4-alkyl, wherein Ci.4-alkyl may be branched or 
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unbranched. an unsubstituted or at least mono-substituted phenyl or naphthyl radical 
and unsubstituted or at least mono-substituted furanyl-, thienyl-, pyrrolyl*-, imidazolyl-, 
pyrazolyl-, pyridlnyl-. pyrimldinyl-, quinolinyl- and isoqulnolinyl radical, more 
preferably t>e selected from the group consisting of hydroxy. F, CI, Br, methyl, ethyl, 
cyano, -CH(OH)(phenyl), methoxy, ethoxy, unsubstituted or at least mono-substituted 
benzoyl, unsubstituted or at least mono-substituted phenoxy, cyclohexyl, CF3, -CO- 
CH3, -CO-OCH3, -NR^R® wherein are each independently selected from the 

group consisting of H, a branched or unbranched Ci^-alkyl-radical, -CH2-CH2-OH 
and phenyl, and an unsubstituted phenyl radical. If any of the above mentioned 
substitutents itself is at least mono-substituted, said substituents may preferably be 
selected from the group consisting of F, CI, methyl and methoxy. 

If one or more of the residues R^-R^ and R^^-R^® represents or comprises a 
heteroaryl radical, which is substituted by one or more substituents, unless defined 
othenvise, each of these substituents may preferably be selected from the group 
consisting of hydroxy, halogen, branched or unbranched Ci^-alkoxy, branched or 
unbranched Ci^-alkyl, branched or unbranched Ci^-perfluoroalkoxy, unsubstituted or 
at least mono-substituted phenoxy, unsubstituted or at least mono-substituted 
benzoyl, cyclohexyl, branched or unbranched Ci^-perfluoroalkyl, NR^R^ wherein R^ 
R° are each independently selected from the group consisting of H, a branched or 
unbranched Ci^-alkyl-radical, -CHa-CHs-OH and phenyl, carixDxy, amido, cyano, 
nitro, -CH(OH)(phenyl), -SO2NH2, -CO-Ci^-alkyI. -CO-OCi^-alkyl, SO-Ci^-alkyl, 
S02-Ci^-alkyl, -NH-S02-Ci^-alkyl, wherein Ci^-alkyl may be branched or 
unbranched, an unsubstituted or at least mono-substituted phenyl or naphthyl radical 
and an unsubstituted or at least mono-substituted furanyl-, thienyl-, pyrrolyl-, 
tmidazQiyI-, pyrazolyl-, pyridinyl-, pyrimidinyl-, quinolinyl- and Isoqulnolinyl radical, 
more preferably be selected from the group consisting of hydroxy, F, CI, Br, methyl, 
ethyl, cyano, methoxy, ethoxy, unsubstituted or at least mono-substituted benzoyl, 
unsubstituted or at least mono-substituted phenoxy, cyclohexyl, CF3, - 
CH(OH)(phenyl), -CO-CH3, -CO-OCH3, -NR^R^ wherein R^ R^ are each 
independently selected from the group consisting of H, a branched or unbranched 
Ct^-alkyl-radicai, -CH2-CH2-OH and phenyl, and an unsubstituted phenyl radical. If 
any one of the above mentioned substitutents itself is at least niono-substituted, said 
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substituents may preferably be selected from the group consisting of F, CI, methyl 
and methoxy. 



If and R^^ and/or R« and R« fomi a heterocyclic ring, which Is substituted by one 
or more substituents. unless defined otherwise, each of these substituents may 
preferably be selected from the group consisting of hydroxy, halogen, branched or 
unbranched Ci^-alkoxy, branched or unbranched Ci^-alkyl, branched or unbranched 
Ci^-perfluoroalkoxy, branched or unbranched Ci^-perfluoroalkyl, amino, carboxy. 
amido. cyano. nitro, -SO2NH2. -CO-Ci^-alkyl. -SO-C^-alkyl. -SOz-Ci^-alkyl, 
-NH-SOz-Ci^-alkyl. wherein Ci^-alkyl may be branched or unbranched. an 
unsubstltuted or at least mono-substituted phenyl or naphthyl radical and an 
unsubstituted or at least mono-substituted fliranyl-. thienyl-. pyrrolyl-, Imldazolyl-, 
pyrazolyl-. pyridinyl-. pyrimidinyl-. quinollnyl- and isoquinolinyl radical, more 
preferably be selected from the group consisting of hydroxy. F. CI, Br. methoxy. 
ethoxy. methyl. CF3 and an unsubstituted phenyl radk»l. If any of the above 
mentioned substitutents itself is at least mono-substituted, said substituents may 
preferably be selected from the group consisting of F. CI, methyl and methoxy. 

If R^« and R" and/or R^® and R^^ fonn a heterocyclic ring, which contains one or 
more further heteroatoms as ring members, unless defined othenvise, each of these 
heteroatoms may preferably be selected from the group consisting of N, O and S, 
more preferably from the group consisting of N and O. 

If one or more of the reskJues R^-R^® represents a cydoallphatlc radteal. which 
contains one or more heteroatoms as ring members, unless defined othenvise, each 
of these heteroatoms may preferably be selected from the group consisting of N, O. 
S and P, more preferably from the group consisting of N, O and S. 

If one or more of the residues R^-R* and R«-R« represents or comprises an 
heteroaryl radical, which contains one or more heteroatoms as ring members, unless 
defined othenvise. each of these heteroatoms may preferably be selected from the 
group consisting of N. O. S and P. more preferably from the group consisting of N, O 
and S. 
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Preferred compounds of general formula (I) are those, wherein R\ R^. R^. R^ are 
each Independently selected from the group consisting of H, F, CI. Br, an unbranched 
or branched, saturated or unsaturated, optionally at least mono-substituted 
Ci^allphatic radical, a saturated or unsaturated, optionally at least mono-substituted, 
optionally at least one heteroatom as ring member containing Ca^-cydoatiphatic 
radical, which may be bonded via an optionally at least mono^substituted 
Ci^alkylene group and/or may be condensed with an optionally at least mono- 
substituted mono- or polycycllc ring-system, an optionally at least mono-substituted, 
5- or 6-membered aryl- or heteroaryl radical, which may be bonded via an optionally 
at least mono-substituted Ci^-alkylene group and/or may be condensed with an 
optionally at least mono-substituted mono- or polycyciic ringsystem. a nitro. cyano. - 
OR^2 -OC(=0)R^^ -SR^^. -SOR^^. -SOzR^^. -NH-SOzR^^. -SO2NH2 and -NR^^R^^ 
moiety, 

R^ represents hydrogen, an unbranched or branched, saturated or unsaturated, 
optionally at least nrwno-substituted Ci^aliphatic radical or a saturated or 
unsaturated, optionally at least mono-substituted, optionally at least one heteroatom 
as ring member containing Ca^ydoaliphatlc radical, 

R^. R^. R®, R? are each independentiy selected from the group consisting of 
hydrogen, an unbranched or t>ranched. saturated or unsaturated, optionally at least 
mono-substituted Ci^aliphatic radical, a saturated or unsaturated, optionally at least 
mono-substituted, optionally at least one heteroatom as ring member containing C^^- 
cydoaiiphatic radical, a cyano and a COOR^^ moiety, 

A represents a bridge member -CHR^®- or -CHR^^-CHr. 

R''^ represents hydrogen, an unbranched or branched, saturated or unsaturated, 
optionally at least mono-substituted Ci^aliphatic radical, a saturated or unsaturated, 
optionally at least mono-substituted, optionally at least one heteroatom as ring 
member containing Ca^-cydoaliphatio radical or an optionally at least mono- 
substituted, 5- or 6-membered aryl- or heteroaryl radical, which may be bonded via 
an optionally at least mono-substituted Ci^alkytene group and/or may t>e condensed 
with an optionally at least mono-substituted mono- or polycydic ring-system, 
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R" represents an unbranched or branched, saturated or unsaturated, optionally at 
least mono-substituted Ci^aliphatic radical, a saturated or unsaturated, optionally at 
least mono-substituted, optionally at least one heteroatom as ring member containing 
Cs^ydoaliphatic radical, which may be bonded via an optionally at least mono- 
substituted Ci^alkylene group and/or may be condensed with an optionally at least 
mono-substituted mono- or polycycllc ringsystem, or an optionally at least mono 
substituted 6- or 6-membered aryl- or heteroaryl radical, which may be bonded via an 
optionally at least mono-substituted C,^lkylene group and/or may be condensed 
with an optionally at least mono-substituted mono- or polycycllc ringsystem, or 
and R^^ togetiier witii the bridging nitrogen atom form an optionally at least 
mono-substituted, saturated, unsaturated or aromatic. 5- or 6-membered heterocyclic 
ring, which may contain at least one furttier heteroatom as a ring member and/or may 
be condensed wltti an optionally at least mono-substituted mono- or polycydic 
ringsystem, 

R^* represents hydrogen, an unbranched or branched, saturated or unsaturated, 
optionally at least mono-substituted Ci^aliphatic radical, a saturated or unsaturated, 
optionally at least mono-substituted, optionally at least one heteroatom containing as 
ring member C3.e-cycloaliphatic radical, which may be bonded via an optionally at 
least mono-substituted Ci^alkylene group and/or may be condensed wfth an 
optionally at least mono-substituted mono- or polycyciic ring-system, or an optionally 
at least mono-substituted. 5- or 6-membered aiyl- or heteroaryl radical, which may be 
bonded via an optionally at least mono-substituted C,^alkylene group and/or may be 
condensed with an optionally at least mono-substituted mono- or polycycllc ring- 
system. 

R" represents hydrogen, an unbranched or branched, saturated or unsaturated, 
optionally at least mono-substituted Ci^aliphatic radical, a saturated or unsaturated, 
optionally at least mono-substituted, optionally at least one heteroatom as ring 
member containing Ca^-cycloaliphatic radical, which may be bonded via an optionally 
at least mono-substituted Ci^alkylene group and/or may be condensed with an 
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optionally at least mono-substituted mono- or polycydic ring-system, or an optionally 
at least mono-substituted. 5- or 6-membered aryl- or heteroaryl radical, which may be 
bonded via an optionally at least mono-substituted Ci^alkyl^^d group and/or may be 
condensed with an optionally at least mono-substituted mono- or polycydic ring- 
system, 

R^^ represents an unbranched or branched, saturated or unsaturated, optionally at 
least mono-substituted Ci^liphatic radical, a saturated or unsaturated, optionally at 
least mono-substituted, optionally at least one heteroatom as ring member conteiining 
Cs^-cycloaliphatic radical, which may be bonded via an optionally at least mono- 
substituted Ci^alkylene group and/or may be condensed with an optionally at least 
mono-substituted mono- or polycydic ring-system, or an optionally at least mono- 
substituted, 5- or 6- membered aryl- or heteroaryl radical, which may be bonded via 
an optionally at least mono-substituted Ci^alkylene group and/or may be condensed 
with an optionally at least mono-substituted mono- or pdy^dic ring-system. 

R^^ and R^® each are independentiy seleded from the group consisting of hydrogen, 
an unbranched or branched, saturated or unsaturated, optionally at least mono- 
substituted Ci^aliphatic radical, a saturated or unsaturated, optionally at least-mono- 
substituted, optionally at least one heteroatom as ring memt}er containing 
cydoaliphatic radical, which may be bonded via an optionally at least mono- 
substituted Ci^alkylene group and/or may be condensed with an optionally at least 
nfK>no-substituted mono- or polycydic ring-system, or an optionally at least mono- 
substituted, 5- or 6-membered aryl- or heteroaryl radical, which may be bonded via 
an optionally at least mono-substituted Ci^alkylene group and/or may be condensed 
with an optionally at least mono-substituted mono- or polycydic ring-system, 

or R^^ and R^® togettier with the bridging nitrogen atom fomn a saturated, unsaturated 
or aromatic. 5- or 6-membered heterocydic ring, which may be at least mono- 
substituted and/or contain at least one further heteroatom as a ring member. 

R}^ represents hydrogen, an unbranched of branched, saturated or unsaturated, 
optionally at least mono-substituted Ci^-aliphatic radical, a saturated or unsaturated, 
optionally at least mono-substituted, optionally at least one heteroatom as ring 
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member containing C^-cycloaliphatic radical or an optionally at least mono- 
sut>stituted, 5- or 6- membered aryl- or heteroaryl radical, which may be bonded via 
an optionally at least mono-substituted Ci^lkylene group and/or may be condensed 
with an optionally at least mono-substituted mono- or polycyclic ring-system. 

R^* represents hydrogen, an unbranched or branched, saturated or unsaturated, 
optionally at least mono-substituted Ci^aliphatic radical, a saturated or unsaturated, 
optionally at least mono-substituted, optionally at least one heteroatom as ring 
member containing Cs^-cycloallphatic radical or an optionally at least mono- 
substituted. 5- or 6-membered aryl- or heteroaryl radical, which may be bonded via 
an optionally at least mono-substituted C^^-alkylene group and/or may be condensed 
with an optionally at least mono-substituted mono- or polycyclic ring-system, 
optionally In form of one of their stereoisomers, preferably enantiomers or 
diastereomers. their racemates or in form of a mbcture of at least two of its 
stereoisomers, preferably enantiomers or diastereomers. in any mixing ratio, or 
physiologically acceptable salts thereof, or solvates, respectively. 

Particulariy preferred are compounds of general formula (I), wherein R\ R^, R^, R< 
are each independently selected from the group consisting of H. F. CI, Br, a 
saturated, branched or unbranched. optionally at least mono-substituted C,^- 
aliphatic radical, a saturated, optionally at least mono-substituted, optionally at least 
one heteroatom as ring member conteining C5- or Ce- cycloaliphatic radical, which* 
may be bonded via an optionally at least mono-substituted Cr or Cz-alkylene group, 
a nitro. cyano, -OR«, -OC(=0)R^^ -SR^* and -NR^^rib moiety, preferably be 
selected from the group consisting of H, F, CI, CH3. CH2CH3. CF3. CF2CF3, 
cydopentyl. cyclohexyl. nitro. cyano and -OR" and the remaining residues R*-R^* 
and A have the meaning given above, optionally in form of one of their 
stereoisomers, preferably enantiomers or diastereomers. their racemates or in form 
of a mixture of at least two of its stereoisomers, preferably enantiomers or 
diastereomere. in any mixing ratio, or physiologicaliy accepteble salts thereof, or 
solvates, respectively. 

Also particulariy preferred are compounds of general formula (I), wherein R^ 
represents H or a branched or unbranched C^^-alkyl radical, preferably H, CH3 or 
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CH2CH3, and the remaining residues R^-R^^ and A have the meaning given above, 
optionally in form of one of their stereoisomers, preferably enantiomers or 
diastereomers. their racemates or in form of a mixture of at least two of its 
stereoisomers, preferably enantiomers or diastereomers, in any mixing ratio, or 
physiologically acceptable salts thereof, or solvates, respectively. 

Also particularly preferred are compounds of general formula (I), wherein R^, R^, R^ 
R^ are each independently selected from the group consisting of IH, a branched or 
unbranched C^^-alkyl radical, a cyano and a COOR^^ moiety, preferably selected 
from the group consisting of H, CH3, CH2CH3 and a cyano moiety, and the remaining 
residues R^^-R''^ and A have the meaning given above, optionally in fomn of one of 
their stereoisomers, preferably enantiomers or diastereomers, their racemates or in 
form of a mixture of at least two of its stereoisomers, preferably enantiomers or 
diastereomers, in any mixing ratio, or physiologically acceptable salts thereof, or 
solvates, respectively. 

Also particularly preferred are compounds of general formula (I), wherein R^^ 
represents hydrogen or a branched or unbranched Ci^-allcyl radical, and the 
remaining residues R^^-R''® and A have the meaning given above, optionally in form 
of one of their stereoisomers, preferably enantiomers or diastereomers, their 
racemates or in form of a mixture of at least two of its stereoisomers, preferably 
enantiomers or diastereomers, in any mixing ratio, or physiologically acceptable salts 
thereof, or solvates, respectively. 

Also particularly preferred are compounds of general formula (I), wherein R^^ is 
selected from the group consisting of an unsubstituted phenyl radical, a phenyl 
radical optionally at least mono-substituted with a branched or unbranched Ci^-alkyi- 
radical, a branched or unbranched Ci^-allcoxy-radical. a branched or unbranched 
Ci^-perfluoroalkyl-radical. a branched or unbranched Ci^-perfiuoroalkoxy-radical, F, 
CI, Br, cyclohexyl, phenyl, phenoxy, phenylthio, benzoyl, cyano, -C(=0)Ci.2-alkyl, - 
C(=0)0Ci.2-alkyl, -carboxy, -CH(OH)(phenyl), -NRW wherein R^ R^ are each 
independently selected from the group consisting of H, a branched or unbranched 
Ci^-aikyl-radical, -CH2-CH2-OH and an unsubstituted phenyl radical. 
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an unsubstituted thiazole radical, 
a group of general fbmnula (A) 




(A). 

wherein 
n is 1 or 2. 

X represents CH or N. 

Y represents CHj, O. N-R^, CH-OH or C(=0). 

R*^ is H or a branched or unbranched Ci^-alkyl radical, 

a group of formula (B). 




a group of formula (C). 
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(C) 



a group of general formula (D), 




wherein Ro Is H or a branched or unbranched d^-alkyl radical 
and a group of general formula (E), 




wherein 

represents H, a branched or unbranched Ci^-alkyl radical or a branched or 
unbranched Ci^-alkoxy radical, 

W represents a bond between the two aromatic rings, CH2, CH-OH or C(=0), 

Z represents CH2. O, S, CH-OH. C(=0) or N-R"" where R^ represents H or a 
branched or unbranched Ci^-alkyl-radical. and the remaining residues R^^-R^® and A 
have the meaning given above, optionally in form of one of their stereoisomers, 
preferably enantiomers or diastereomers, their racemates or in form of a mixture of at 
least two of its stereoisomers, preferably enantiomers or diastereomers, in any 
mixing ratio, or physiologically acceptable salts thereof^ or solvates, respectively. 
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Also particularly preferred are compounds of general fbmiula (I), wherein R^® and R" 
together with the bridging nitrogen atom form a saturated. 6-membered heterocyclic 
ring, which is at least mono-substituted with a methyl radical and/or condensed with 
an unsubstituted or at least mono-substituted phenyl- or cyclohexyl-radical, said 
phenyl- or cyclohexyl-radical preferably being at least mono-substituted with F and/or 
OCH3, and the remaining residues R^^-R^^ ^ j^g^g meaning given above, 
optionally in form of one of their stereoisomers, preferably enantiomers or 
diastereomers, their racemates or in form of a mixture of at least two of its 
stereoisomers, preferably enantiomers or diastereomers. in any mixing ratio, or 
physiologically acceptable salts thereof, or solvates, respectively. 

Also particulariy prefenned are compounds of general formula (I), wherein R« 
represents H. a Ci-4-allcyl radical, a cydohexyl radical or a phenyl radical, preferably 
H, CH3, C2H6 or a phenyl radical, and the remaining residues R^*-R^« and A have the 
meaning given above, optionally in forni of one of their stereoisomers, preferably 
enantiomere or diastereomers. their racemates or in form of a mixture of at least two 
of its stereoisomers, preferably enantiomers or diastereomers. in any mixing ratio, or 
physiologically acceptable salts thereof, or solvates, respectively. 

Also particularly prefeaed are compounds of general fomiula (I), wherein R" 
represents H, a Ci-4-alkyl radical, cydohexyl or a phenyl radical, preferably H. CH3, 
C2H5 or phenyl, and the remaining residues R^-^-R^ and A have the meaning given 
above, optionally in fonn of one of their stereoisomers, preferably enanttomere or 
diastereomers, their racemates or in fonm of a mixture of at least two of its 
stereoisomers, preferably enantiomers or diastereomers, in any mixing ratio, or 
physiologically acceptable salts thereof, or solvates, respectively. 

Also particulariy prefened are compounds of general fomiula (I), wherein R^* 
represents H, a Ci-4-alkyl radical, cydohexyl or a phenyl radical, preferably H, CHa, 
C2H5 or phenyl, and the remaining residues R^5.r18 gnd A have the meaning given 
above, optionally in form of one of their stereoisomers, preferably enantiomers or 
diastereomers. their racemates or in form of a mixture of at least two of its 
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Stereoisomers, preferably enantiomers or diastereomers. in any mixing ratio, or 
physiologically acceptable salts thereof, or solvates, respectively. 
Also particularly prefen^d are compounds of general formula (I), wherein R^^ and R^^ 
are each independently selected from the group consisting of H, a Ci-4-alkyl radical, 
cyclohexyl and a phenyl radical, preferably from the group consisting of H, CH3, C2H5 
and phenyl, and the remaining residues R^^and R''® and A have the meaning given 
above, optionally in form of one of their stereoisomers, preferably enantiomers or 
diastereomers, their racemates or in form of a mixture of at least two of its 
stereoisomers, preferably enantiomers or diastereomers, in any mixing ratio, or 
physiologically acceptable salts thereof, or solvates, respectively. 

Also particularly preferred are compounds of general formula (I), wherein R''^ 
represents H, a Ci-4-alkyl radical, cyclohexyl or a phenyl radical, preferably H, CIH3, 
C2H5 or phenyl, and the remaining residues R^® and A have the meaning given 
at>ove, optionally in form of one of their stereoisomers, preferably enantiorners or 
diastereomers, their racemates or in fomn of a mixture of at least two of its 
stereoisomers, preferably enantiomers or diastereomers, in any mixing ratio, or 
physiologically acceptable salts thereof, or solvates, respectively. 

Also particularly preferred are compounds of general fomnula (I), wherein R'*^ 
represents H, a Ci-4-alkyl radical or a phenyl radical, preferably H, CH3 or phenyl, 
and the remaining residue A has the meaning given above, optionally in form of one 
of their stereoisomers, preferably enantiomers or diastereomers, their racemates or 
in fomi of a mixture of at least two of its stereoisomers, preferably enantiomers or 
diastereomers, in any mixing ratio, or physiologically acceptable salts thereof, or 
solvates, respectively. 

More particularly preferred are compounds of general formula (I), wherein at least 
two of the residues R\ R^, R^, R*. preferably R^ and R^ do not represent hydrogen, 
and the residues from the group R\ R^, R^ and R^ that do not represent hydrogen as 
well as the remaining residues R^*R^^ and A have the meaning given above, 
optionally in form of one of their stereoisomers, preferably enantiomers or 
diastereomers, their racemates or in form of a mixture of at least two of its 
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Stereoisomers, preferably enantiomers or diastereomers, In any mixing ratio, or 
physiologically acceptable salts thereof, or solvates, respectively. 



More particularly preferred are compounds of general formula (I), wherein R' is CH3 
or C2H5, and the remaining residues R'-R* and R®-R^« and A have the meaning given 
above, optionally in form of one of their stereoisomers, preferably enantiomers or 
diastereomers. their racemates or in fomi of a mixture of at least two of its 
stereoisomers, preferably enantiomers or diastereomers. in any mixing ratio, or 
physiologically acceptable salts thereof, or solvates, respectively. 

l\4ost prefenred are the following benzoxazin-derived compounds of general fonnula 
(I): 



[1] 2-[4-(2-oxo-4H-ben2oIdl[1 .3]oxazin-1-yl)-piperidin-1 -yl]-N-(9-oxo-9H-fluoren-2- 
yl)-acetamlde, 

[2] 2-[4-(2-oxo-4H-benzo[d][1 ,3]oxa2in-1 -yl)-piperidin-1 -yl]-N-<9-oxo-9H-fluoren-3- 
yl>-acetamide). 

[3] 2-(4-(2-oxo-4H-benzo[d](1 ,3]oxazin-1 -yl)-piperidin-1 -yl]-N-(9-oxo-9H-fluoren-3- 
yl)-acetamide hydrochloride. 

[4] N-(4-benzoyl-phenyl)-2-[4-(2^xo-4H-benzo(dl(1 ,3loxazin-1 -yl)-plperidin-1 -yl]- 
acetamide. 

[S\ N-(4-benzoyl-phenyl)-2-[4-(2-oxo-4H-benzoId](1 .31oxazln-1-yl)-piperidln-1-yl)- 
acetamide hydrochloride. 



[6] 2-[4-(2-oxo-4H-benzo[d][1 ,3]oxazln-1 -yl)-piperidin-1 -yl]-N-(5-oxo-5,6.7.8- 
tetrahidro-naphthalene-2-yl)-acetamide hydrochloride. 

[7] 2-[4-(2-oxo-4H-benzo[d][1 ,3]oxazin-1 -yl)-piperidln-1 -yl]-N-(9-oxo-9H-fluoren-4- 
yl)-acetamide hydrechloride. 
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[8] N-(3-benzoyl-phenyl)-2-(4-(2-oxo-4H-benzo[d][1 .SJoxazin-l -yl)-piperidin-1 -ylj- 
acetamide hydrochloride. 



[9] 2-[4-(2-oxo-4H-benzo[d][1 .3]oxazin-1-yl)-piperidin-1-yq-N-(1-oxo-indan-5-yl)- 
acetamide. 

[10] 2-[4-<2-oxo-4H-benzo[d][1.3]oxazin-1-yl)-piperidin-1-yq-N-(1-oxo-indan-5-yl)- 
acetamfde hydrochloride. 

[11] N-lndan-5-yl-2-[4-(2-oxo-4H^benzo[d][1,3]oxazin-1-yl)-piperidln-1-yl]- 
acetamide hydrochloride, 

[1 2] N-(2-Methoxy-dibenzofuran-3-yl)-2-[4-(2-oxo-4H-benzo[dl[1 .3]oxazln-1 -yl}- 
piperidin-l-yQ- acetamide hydrochloride), 

[1 3] N-(4-CyGlohexyl.phenyi)-2-[4-(2-oxo-4H-benzo[d][1 .3]oxazin-1 -ylH>lperidiri-1 - 
yQ- acetamide hydrochloride, 

[14] 1-{1-[2-(3,4-Dlhidro-2Hrquinolin-1 -yl>-2-oxo-ethyqplperidin-4-yl}-1 ,4-dlhydiro^ 
benzo[d][1 ,3]oxazin-2-one hydrochloride, 

[1 5] 2-[4-(2-oxo-4H-benzo[d][1 ,3]oxazin-1 -yl)-piperidln-1-yi]-N-(9-oxo-9H-fluoren-3- 
yl)-2-phenyl-acetamide hydrochloride, 

[1 6] 2-[4-(2-oxo-4H-benzo[d][1 ,3]oxazin-1 -yl)-piperidln-1 -ya-N-(9-oxo-9H-fluoren-3- 
yl)-proplonamide hydrochloride, 

[17] N-(9-Ethyl-9H-carbazol-3-yl)-2-[4-(2-oxo-4H-benzo[d][1.3]oxazin-1-yl)- 
piperidin-1 -yQ-acetamide. 

[18] N-(9-Ethyl-9H-cart>azol-3-yi)-2-[4-(2-oxo-4H-benzo[d][1 ,3]oxazin-1 -yl)- 
piperidin-1 -yQ-acetamide hydrochloride. 
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[19] 2-[4-(6-methy^2-oxo-4H-benzo[d][1 .3]oxazin-1-yl)-plperidin-1-yq-N-(9-oxo-9H- 
fluoren-3-yl)-acetamide. 



[201 2-[4-(6-methyl-2-oxo-4H-ben2o[d][1.3]oxa2in-1-yl)-piperidln-1-yO.N.(9^xo-9^^ 
fluoren-3-yl)-acetamide hydrochloride. 

[21] N-(9-Ethyl-9H-carba2ol-3-yl)-2-[4-(6-methyl-2-oxo-4H-ben2o[d](1 ,3]oxazin-1 - 
yl)-piperidin-1 -yl]-acetamlde hydrochloride, 

[22] N-(4-Cyclohexyl-phenyl)-2-I4-(6-methy^2-oxo-4H.ben2o[d][1 ,3]oxazln-1 -yl)- 
piperidin-1 -yq-acetamide. 

[23] N-(4-Cyclohexyl-phenyl)-2-(4-(6-methyl-2-oxo-4H-ben2o[d][1 .3]oxazln-1-yl)- 
piperidin-l-yQ-acetamide hydrochloride, 

[24] N-(4-benzoyl-phenyI)-2-[4-(6-methyl-2-oxo-4H-benzo(d][1 ,31oxazin-1 -yl)- 
plperidin-l-yq- acetamide hydrochloride. 

[25] N-(9-Methyl-9H-carbazol-3-yl)-2-[4-(2-oxo-4H-ben2o[dJ[1 ,3]oxa2ln-1 -yl)- 
piperidin-1 -yq-acetamide hydrochloride. 

[26] N-(9.10-Dioxo-9,10-dihydro-ar)thracene-2-yl)-2-[4-(2-oxo-4H- 

benzo[d](1 ,3]oxa2in-1-yl)-piperidin-1-yl]-acetamide hydrochloride, 

[27] N-[4-(Ethyl-phenyl-amlno)-phenyll-2-(4-(2-oxo^H-benzo(d][1 .3]oxazln-1-yl)- 
piperidin-1 -yq-acetamide hydrochloride. 

[28] 2-[4-(6-Methyl-2-oxo-4H.ben2o(d][1.3)oxazin-1-yl)-plperidln-1-yq-N-[4-methyl- 
phenyl-amino)-phenyl]-acetamide hydrochloride. 

[29] 2-[4-(2-oxo-4H-benzo[d]l1 .3]oxazin-1-yl)-plperidin-1-yq-N-(4-phenoxy-phenyl)- 
acetamide hydrochloride. 



23 



BNSOOCiO: .•cWO ^030e49S2Bi_i.> 



wo 03/084952 PCT/EP03/03629 

[30] N-[4-(lsoprDpyl-phenyi-amino)-phenyq-2-[4-(2-oxo-4H-benzo[d][1 .3]oxazin-1 - 
yl}-piperidin-1-yq-acetamide hydrochloride. 



[31] 3-[4-(2-Oxo-4H-benzo[d][1.3]oxazin-1-yl)-piperidin-1-yl]-N-(9-oxo-9H-fluoren-3- 
yl)-propionamide hydrochloride. 

[32] 2-[4-(6-Chloro-2-oxo-4H-benzo[d][1 .3]oxazin-1 -yl)-piperidin-1 -yq-N-(9-ethyl^ 
9H-carbazoi-3-yl)-acetamlde hydrochloride, 

[33] N-(4-Chloro-phenyl)-2-[4-(2-oxp-4H-benzo[d][1 .3]oxazin-1 -yl)-piperidin-1 -yl]- 
acetamlde hydrochloride. 

[34] 2-[4-(6-Chloro-2-oxo-4H-benzo[dJ[1 ,3]oxazln-1 -yl)-plperidln-1 -yl]-N-(4-chloiD- 
phenyl)-acetamide hydrochloride. 

[35] 2-[4-(8-Methyl-2-oxoT4H-benzo(d][1 ,3]oxazin-1-yl)-piperidin-1-yl]-N-(9-oxo-9H- 
fluoren-3-yl)-acetamide hydrochloride. 

[36] 2-[4-(6-Chloro-2-oxo-4H-benzo[d]I1 .3]oxazin-1 -yl)-plperidin-1 -yl]-N-(9-oxb^9H- 
fluoren-3-yl)-acetanilde hydrochloride, 

[37] N-(9-Hydroxy-9H-fluoren-3-yl)-2-[4-(8-methyl-2-oxo-4H-benzo[d][1,3]oxazln-1-yl)- 
plperidin-1 -yl]-acetamlde hydrochloride. 

[38] N-(9-Hydroxy-9H-fluoren-2-yl)-2-[4-(2-oxo-4H-benzo[d](1 .3]oxazin-1 -yi^piperidin- 
1-yl]-acetamide hydrochloride, 

[39] 2-[4-(6-Chloro-2-oxo-4H-benzo[d][1 ,3]oxazin-1 -yl)-piperidin-1 -yl]-N-<9-hydroxy- 
9H-fluoren-3-yl)-acetamide hydrochloride, 

[40] N-(9-Ethyl-9H-cari[)azol-3-yl)-244-(8-rnethyl-2-oxo-4H-berizo(d][1 ,3]oxazln-1 - 
yi)-piperidin-1 -yQ-acetamide hydrochloride. 
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[41] 2-[4-(8-Methyl-2-oxo-4H-benzo[d][1 .3]oxazin-1-yl)-piperidin-1 -yq-N-(4- 
trifluorometh^-phenyl)-acetamide hydrochloride, 



[42] 2-[4-(8-Methyl-2-oxo-4H-benzo(d][1 .3]oxazin-1-yl)-piperidin-1-yq-N-phenyl- 
acetamide hydrochloride. 

[43] 2-I4-(2-oxo-4H-benzo[d][1,3]oxa2ln-1-yl)-piperidln-1-yl]-N-(4-trlfluorometbyl- 
phenyl)-acetamide hydrochloride, 

[44] 2-(4-(6-Chloro-2-oxo-4H-benzo[d][1 .3]oxazin-1-yl)-plperidln-1 -yQ-N-phenyi- 
acetamide hydrochloride, 

[45] 2-[4-(6-Chloro-2-oxo-4H>benzo[d][1 .3]oxazln-1-yl)-piperidin-1-yl]-N-<4- 
trifluoromethyi-phenyl)-acetamide hydrochloride. 

[46] 2-[4-(2-oxo-4H-benzo[d][1 .3]oxazin-1 -yl)-piperidin-1 -yl]-N-phenyl-acetamlde 
hydrochloride, 

[47] N-(4-Chloro-phenyl)-2-[4-(8-Methyl-2-oxo-4H-ben2o[d][1 ,3]oxazin-1-yl)- 
piperidin-1-yi]-acetamide hydrochtoride, 

[48] N-(4-Cyano-phenyl)-2-(4-(2-oxo-4H-benzo(d][1 .3]oxa2in-1 -yl)-piperidln-1 -yl]- 
acetamide hydrochloride, 

[49] N-(4-Cyano-phenyl)-2-[4.(8-methyi-2H0xo-4H-benzo[d][1 .3]oxazin-1 -yi)- 
piperidin-l-yQ-acetamide hydrochloride. 

[50] 2-[4-(6-Chloro-2-oxo-4H-benzo[d][1 .3]oxazin-1 -yl)-piperldln-1 -yl]-N-(4-cyano- 
phenyi)-acetamide hydrochloride, 

[51] N-(4-Acethyl-pher»yl)-2-[4-(2-oxo-4H-benzo[d][1,3]oxazir>-1-yl)-piperidin-1-yl]- 
acetamide hydrochloride. 
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(52) 2-[4-(8-Methyl-2-oxo-4H-benzo(d][1 .3loxazin-1-yl)-piperldln-1-ylJ-N-(4- 
phenoxy-phenyl)-acetamide hydrochloride. 



[53] N-(4-Acethyl-phenyl)-2-[4-(6-chtoro-2-oxo-4H-benzo[d][1 .3]oxazin-1-yl)- 
piperidin-1-yl]-acetamide hydrochloride. 

[54] N-(4-Acethyl-phenyl>-2-[4-(8-methyl-2-oxo-4H-benzo[d][1 .3]oxazin-1-yi)- 
plperidln-1 -yQ-acetamide hydrochlorfcle. 

[55] 2-[4-(6-Chloro-2-oxo-4H-benzo[d][1.3loxa2ln-1-yl)-piperidln-1-yl]-N-(4- 
phenoxy-phenyl)-acetamide hydrochloride. 

[56] N-(4-Benzoyl-phenyl)-2-[4-(8-methyl-2-oxo-4H-benzo[d][1 .3]oxazin-1 -yl)- 
plperidin-1>yQ-acetamide hydrochloride. 

[57] N-(4-Benzoyl-phenyl)-2-[4-(6-chloro-2-oxo-4H-benzo[d][1 .3]o}^n-1-yl)- 
piperidln-1 -yQ-acetamide hydrochloride, 

[58] N-(2-Chioro-phenyl)-2-[4-(6-methyl-2-oxo-4H-benzo[d][1 .3}oxazin-1 -yl)- 
piperidin-1 -yl]-aoetamide. 

[59] 2-[4-(6-Methyl-2-oxo-4H-benzo[d][1.3]oxazin-1-yl)-piperidin-1-yl]-N-(2- 
trifluorometh^-phenyl)-acetamlde. 

[60] 2-[4-(6-Methyl-2-oxo-4H-benzo[d][1.3]oxazjn-1-yl)-piperidin-1-yl]-N-phenyl- 
acetamide, 

[61 ] N-(4-Cyclohexyl-phenyl)-2-[4-(8-methyl-2-oxo-4H-benzo[d][1 ,3]oxazin-1 -yl)- 
piperidin-1 -yQ-acetamide hydrochloride, 

[62] 2-[4K6-Chloro-2-oxo-4H-benzo[di[1.3]oxazin-1-yl)-piperidm-1-yQ-N-(4- 
cyclohexyl-phenyl)-acetamide hydrochloride, 
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[63] N-(2-Benzoyl-phenyl)-2-I4-(2-oxo-4H-ben2o[dI[1 .3]oxazln-1-yl)-plperidln-1-yl]- 
acetamide hydrochloride. 



[64] N-(2-Benzoyl-phenyl)-2.[4-(8-methyl-2-oxo-4H-benzoId][1 .3]oxa2in-1-yl)- 
pipeildin-1 -yl]-acetamide hydrochloride, 

g 

[65] N-(2-Benzoyl-phenyl)-2-(4-(6-chloro-2-oxo-4H-benzo[d][1 ,3]oxazln-1-yl)- 
piperidin-l-yQ-acetamide hydrochloride, 

[66] N-(2-Ben2oyl-phenyl)-2-(4-(6-methyl-2-oxo-4H-ben2o[d][1 .3]oxazin-1-yl). 
piperidln-1 -yl]-acetamide. 

[67] 2H4-(6-Methyl-2-oxo-4H-ber»zo[dl(1.3]oxazln-1-yl)-plperidln-1-yl].N-(4- 
phenoxy^phenyi)-acetamide hydrochloride, 

[68] N-(4-Acethyl-phenyI)-2-[4-(6-methyl-2-oxo-4H-benzo[d][1 .3]oxa2in-1 -yl)- 
plperidln-1 -yQ-acetamide hydrochloride, 

[69] N-(9-Hydroxy-9H-fluoren-3-yl)-2-[4-(2-oxo-4H-ben20[d]I1 ,3]oxazin-1-yl)- 
piperidin-l-yq-acetamkJe hydrochloride, 

[70] 2-[4-(6-Chloro-2-oxo-4H-ben2o[d][1 .3]oxazin-1-yl)-piperidln-1-yl]-N-(9-oxo-gH- 
fluoren-2-yl>^cetamide hydrochloride, 

[71] 2^4-(6-Methyl-2-oxo-4H-berizo[dJ[1.3]oxazln-1-yl)-piperidin-1-yl]-N-(9-oxo-9H- 
fluoren-2-yl)-acetamlde hydnx^hloride. 

[72] 2-[4-(8-Methyl-2-oxo-4H-benzo[d][1 .3]oxa2ln-1 -yl)-plperidin-1-yl]-N-(9-oxo-9H- 
fluoren-2-yl)-acetamide hydrochloride, 

[73] 2-[4-(6-Chloro-2-oxo-4H-ben2o[d][1 ,3]oxazln-1-yl)-plperidin-1-yl]-N-(9-hydroxy- 
9H-fluoren-2-yl)-acetamide hydrochloride. 
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[74] N-(9-Hydroxy-9H-fluoren-2-yl)-2-(4-(6-methyl-2-oxo-4H-benzo[d][1 ,3]oxazin-1 - 
yl)-piperidin-1 -yl]-acetafnide hydrochloride. 



[75] N^(9-Hydroxyr9H-fluoren-2-yl)-2r[4-(8-methyi-2-oxo-4H-benzo[d][1 .3]oxazin-1 - 
yl)-piperidin-1-yq-acetamide hydrochloride. 

[76] N-<9-Hydroxy-9H-fluoren-3-yl)-2-[4-(6-methyl-2-oxo-4H-benzo[d][1 ,3]oxazln-1 - 
yi>-piperidin-1-yl]-acetamide hydrochloride, 

[77] N-(4-Cyclohexyl-phenyl)-2-[4-(7-fluoro-2-oxo-4H-ben20[d][1 .3]oxazln-1 -yl)- 
piperidln-1 -yQ-acetamide hydrochloride, 

[78]. N-(9-Ethyl-9H-carbazGl-3-yl)-2-[4-(5-fluoro-2-oxo-4H-benzo[d][1 ,3]oxazln-1 -yl)- 
piperidin-1-yl]-acetarnide hydrochloride, 

[79] N-(9-Ethyl-9H-cart}azol-3-yl)-2-[4-(6-metoxy-2-oxo-4M-benzo[d][1 .3]oxazin-1 - 
yi)-piperidin-1-yl]-acetannide hydrochloride, 

[80] N-(9-Ethyi-9H-cari3azol-3-yl)-2-[4-(7-methyl-2-oxo-4KM}enzo[d][1 .3]oxazin-1- 
yi)-piperidin-1-yl]-acetamide hydrochloride, 

[81] 2-[4-(5-Chloro-2-oxo-4H-benzo[dl[1.3]oxazin-1-yl)-piperidln-1-yl]-N-(9-ethyl- 
9H-carbazol-3-yl)acetamlde hydrochloride, 

[82] 2-[4-(5-Fluoro-2-oxo-4H-benzo[d][1 ,3]oxazln-1 -yl)-piperidln-1 -yl]-N-(4- 
phenoxy-phenyiy-acetamide hydrochloride, 

[83] 2-[4-(6-meloxy-2-oxo-4H-benzo[d][1 ,3]oxazln-1 -yl)-piperidln-1 -yl]-N-(9-oxo-9H- 
fluoren-3-yi)-acetamide. 

[84] N-Dibenzofuran-2-yl-2-[4-(8-metoxy-2-oxo-4H-benzo[d][1 ,3]oxazin-1 -yl)- 
piperidin-1-yl]- acetamkJe. 



28 



. BNSDCICID-,<W O 



._0308<8SaAtJ_> 



wo 03/084952 PCT/i3H)3/03629 

[85] 2-(4-(7-Chloro-2-oxo-4H-ben2o[cll(1 ,3]oxa2ln-1 -yl)-pipeiidin-1 -ylJ-N- 
Glibenzofuran-2-yl-acetamide. 



[861 2-(4-(6-Fluoro-2-oxo-4H-ben20[dl[1 .3loxazln-1 -yl)-plperidln-1 -ya-N-(9-oxo-9H- 
fluoren-3-yl)- acetamide, 

[87] 2-[4-(7-Fluoro-2-oxo-4H-ben2o[d][1 .3]oxazin-1 -yl)-piperidln-1 -yl]-N-(9-hydroxy- 
9H-fluoren-3-yl)-acetamide.. 

[88] N-(9H-Carbazol-3-yl)-2-[4-(5-methyl-2-oxo-4H-ben2oId][1 ,3]oxa2in-1-yl)- 
piperidin-1 -yQ-acetamide, 

[89] N-(9H-Carba2ol-3-yl>2-I4-(5-fluoro-2-oxo-4H-benzo(dl[1 ,3]oxazjn-1-yl)- 
piperidin-1 -yq-acetamkie. 

[90J N-(9H-carbazol-3-yl)-2-[4-(6-metoxy-2-oxo-4H-ben2o(d][1,3]oxa2jn-1-yl)- 
piperidin-1-yq-acetamide. 

[91] N-(9-Ethyl-9H-carbazol-3-yl)-2-[4-(5-metoxy-2-oxo-4H-benzo(d][1 .3]oxazin-1 - 
yi)-piperidin-1 -yQ-aoetamide. 

[92] 2-(4-(5-Metoxy-2-oxo-4H-benzo[d][l .3]oxa2in-1-yl)-piperidln-1-yl]-N-(4- 
phenoxy-phenyl)-acetamide, 

[93] N-(9-Hydroxy-9H-fluoren-3-yl>2-(4-(7-methyl-2-oxo-4H-benzo[d][1 .3Joxa2ln-1 - 
yl)-piperidiiv1 -yq-acetamide. 

[94] N-(9-Hydroxy-9H-fluoren-3-yl)-2-(4-(8-metoxy-2-oxo-4H-benzo[d][1 ,3]oxa2rn-1- 
yl)-piperidin-1 -yQ-acetamide, 

[95] N-Dlben20furan-2-yl-2-[4-(5-methyl-2-oxo-4H-benzo[d][1 ,3]oxazin-1 -yl)- 
piperidin-1>yl]- acetamide. 
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(96] N-[4-(Ethyl-phenyI-amino)-phenyl]-2-[4-(7-methyl-2-oxo-4H- 
benzo[d][1 ,3]oxazin-1 -yi)-piperidin-1 -yq-acetamide. 
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[97) N-(9H-Carba2ol-3-yl>-2-(4-(8-chloro-2-oxo-4H-benzo[dlI1 .3]oxazin-1-yt)- 
pipeildin-1 -yQ-acetamide, 

[98] N-[4-(Ethyl-phenyl-amino)-phenyq-2-[4-(8-metoxi-2^xo-4H- 
benzo[d][1 ,3]oxazin-1 -yl)-piperidin-1 -yQ-acetamide. 

[99] N-(9-Hydroxy-9H-fluoren-4-yl)-2-(4-(2-oxo-4H-ben20[d][1 ,3]oxazln-1 -yl)-plperidin- 
1-yl]-acetamide. 

[100] N-[4-(Hydroxy-phenyl-methyl)-phenyl-2-[4-(2-oxo-4H- 
benzo[d][1 .3]oxazin-1 -yl)-piperidin-1 -yl]-acetamlde, 

[1 01] N-[4-Chlon>-2-(2-chlon>-benzoyl)-phenyq-2-[4-(6-methy^2-oxo-4H- 
benzo[d][1 ,3]oxazin-1 -yl)-piperidin-1 -yQ-acetamide. 

[1 02] N-[4-Chlofo-2K2-chloro-benzoyl)-phenyQ-2-[4-(2-oxo-4H-berizo[d][1 i3]oxazin- 
1 -yl)-piperidin-1 -yQ-acetamide hydrochloride, 

[103] N-(4-Chloro-2-(2-chloro-benzoyl)-phenyl]-2-[4-(8-methyl-2-oxo-4H- 
benzo[d][1 .3]oxazin-1-yl)-piperidln-1 -yQ-acetamide liydrochloride, 

(1 04] N-[4-Chloro-2-(2-chlofX)-benzoyI)-phenyQ-2-[4-(6-chiofD-2-oxo-4H- 
benzo[d][1 .3]oxazin-1-yl)-piperidin-1 -yQ-acetamide hydrochioride, 

[1 05] 2-[4-(7-IVlethyl-2-oxo-4H-benzo[d][1 .3]oxazin-1-yl)-piperidin-1 -yQ-N-thiazole-2- 
yl-acetamide. 

[106] 2-[4-(6-Fiuoro-2-oxo-4H-benzo(d][1 ,3]oxazin-1-yl)-piperidln-1-yl]-N-thlazole-2- 
yl-acetamide. 
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[1 07] N-Dlbenzothtophen©-2-yl-244-(5-methoxy-2-o)co-4H-benzo[d](1 .3Joxa2in-1 -yl)- 
piperidin-1-yq-acetamide. 



[108] 2-[4-(7-Chloro-2-oxo-4H-benzo[d][1 ,3]oxazin-1-yl)-plperidln-1-yl]-N- 
dibenzothiophene-2-yl-acetamide. 

[1 09] 2-[4-(5-Hydroxy-2-oxo-4H-benzo(d][1 ,3]oxazin-1 -yl)-piperidin-1 -yl]-N-(4- 
phenoxy-phenyt)-acetamide. 

[1 10] 1-{1-[2-(3,4-DihydrD-1 H-lsoquinoline-2-yl)-2-oxo-ethylJ-piperidln-4-yl}-1 ,4- 
dihydro-benzo[d][1 ,3]oxazin-2-one hydrochloride. 

[111] 244-(6-Ruoro-2H)xo-4H-ben2o[d][1.3Joxazln-1-yl)-plperidln-1-yl>NKjulnolme-6- 
yl-acetamide. 

[112] 2-(4-(6-Methoxy-2-oxo-4H-ben2o[d][1 .3]oxazin-1-yl)-piperidln-1-yl]-N- 
qumoline-6-yl-acetamide. 

[113] 2-[4-(6-Chloro-2-oxo-4H-ben2o(d][1.3]oxazin-1-yl)-piperidjn-1-yO-N-qulnoline- 
6-yl-acetamide, 

[114] 2-[4K6-Fluoro-2H>xo-4H-benzo[d][1.3]oxazin-1-yl)-pjperidin-1-yl].N-(2-methyl- 
benzothiazole-5-yl)-acetamide. 

[115] 2-[4-(6-Chloro-2<>xo-4H-benzo[d][1.3]oxa2in-1-ylH)iperldin-1-yQ.N-(2-^^ 
benzothiazole-5-yi)-acetamide. 

[116] 2-(4-(6-Methoxy-2-oxo-4H-benzo[dl(1 .3]oxazin-1 -yl)-plperidln-1 -yl]-N-(2- 
methyl-benzothiazoie-5-yl)-acetamide, 

[1 17] N-(3-Dlmethylamino-phenyl)-2-[4.(2-oxo-4H-benzo[d][1 .3]oxazin-1-yl)- 
piperidin-l-yQ-acetamide. 
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[118] N-(4-Dimethylamlno-phenyl)-2-[4-(2-oxo-4H-benzo[dl[1,3]oxazin-1-yl)- 
piperidin-1 -yl]-acetamide, 



[1 19] N-(3-Dimethylamino-phenyl)-2-{4-(8-methyl-2-<}xo-4H-benzo[d][1.3]oxazin-1- 
yl)-piperidin-1 -yi]-acetamide. 

[1 20] N-(4-Dimethyiamino-phenyl>-2-[4-(8-methyi-2-oxo-4H-benzo[d][1 .3]oxazin-1 - 
yl)-piperidin-i -yQ-acetamide, 

[121] N-(3-Dimethylamino-phenyt)-2-[4-(6-methyl-2-oxo-4H-benzo[d][1 .3]oxazin-1- 
yi)-piperidin-1 -yQ-acetamide, 

[1 22] N-(4-Djmethylamina-phenyl)-2-[4-(6-methyt-2-oxo-4H-benzo[d][1 ,3]oxazin-1 - 
yl)-piperidin-1 -yQ-acetamide, 

[123] N-(4-Diethylamino-phenyi)-2-[4-(2K>xo-4H-benzo[d][1.3]oxazin-1-yl)-piperidin- 
1-yl]-acetamidd, 

[124] 2r{2-{4-(2-Oxo-4H-berizo[d][1.3]oxazin^1-yl)^piperidin-1-yq-acethylarnino}- 
ben^ic add methyl ester, 

[1 25] 2-{2-[4-(8-Methyl- 2-oxo-4H-benzo[d][1 .3]oxazin-1 -yl)-piperidii>1 -yl]- 
acethylamino}-t>enzoic acid meth^ ester. 

[1 26] N-(2-Methoxy-dibenzofuran-3-yl)-2-[4-(2-oxo-4H-benzo[d][1 ,3]oxazln-1 -yl)- 
piperidin-l >yl]-acetamide hydrochloride, 

[127] N-2-[4-(6-Chloro-2-oxo-4H-ber)ZQ[d][1,3]oxazln-1-yl)-plperldln-1-yl]-N-(2- 
methoxy-dlbenTOfuFan-3-yl -acetamide hydrochloride. 

[128] 2-{2-(4-(6-Chloro-2-oxo-4H-benzo[d][1,3]oxazln-1-yl)-plperidln-1-yl]- 
acethylaminoH>enzolc acid methyl ester. 
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[129] 2-{2-[4-(6-Methyl -2-oxo-4H-benzo(d][1.3Joxazin-1-yl)-plpei1dln-1-yll- 
acethylamino}-benzoic acid methyl ester. 



[1 30] 2-[4-<6-Chloro-2-oxo-4H-benzo[d][1 .3]oxazin-1 -yl)-pjperidin-1 -yl]- N-(4- 
diethylamino-phenyl)-acetamide dihydrochloride. 

[131] 2-[4-(6-Chloro-2-oxo-4H-benzo[d][1 .3]oxazin-1-yl)-plperidin-1-yl]- N-{4-(ethyl- 
(2-hydroxy-ethyi)-amino]-phenyi}acetamide dihydrochloride, 

[1 32] N44-[Ethyl-(2-hydroxy-ethyl)-amino]-phenyl}-2-(4-(6-methyl-2-oxo-4H- 
benzo[d][1 .3]oxazin-1-yl)-plperidin-1-yl]-acetamide dihydrochloride. 

[133] N-(4-Diethylamino-phenyl)-2-[4-(6-methyl-2-oxo^H-benzo[dJ(1 ,3]oxazln-1-yl). 
piperidin-1-yl]-acetamide dihydrochloride. 

(1 34] N-(4-Dlethylamino-phenyl)-2-[4-(8-methyl-2-oxo-4H-benzo(d][1 .3]oxa2in.1 -yl)- 
piperidin-1-yl]-acetamide dihydrochloride. 

[135] N-{4-(ethyl-(2-hydroxy-ethyl)-amlno]-phenyl}-2-[4-(8-methyl-2-oxo-4H- 
k>enzo[d][1 .3]oxazin-1-yl)-plperidin-1-yl]-acetamide dihydrochloride, 

[136] N-Benzo[1,3]dloxol-5-yl-2-(4-(2-oxo-4H-benzo[d][1.3]oxazin-1-yl)-piperidin-1- 
yQ-acetamide, 

[137] N-BenzoC1.3]dloxol-5-yl-2-[4-(6-methyl-2-oxo-4H-benzo(d][1 .3]oxazin-1-yl)- 
piperidin-l-yQ^cetamide. 

[138] N-Benzo(1.3]dloxol-5-yl-2-[4-(6-chloro-2-oxo-4H-benzo[d][1 ,3]oxazln-1-yl)- 
piperidin-1-yq-acetamlde. 

[1 39] N-Benzo(1 .3]dloxol-6-yl-2-(4-(8-methyl-2-oxo-4H-benzo[d](1 ,3]oxazin-1 -yl). 
piperidin-1 -yl]-acetamide. 
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(140) N-{4-[ethyl-(2-hydroxy-ethyl)-amino]-phenyl}-2-[4-(2-oxo-4H- 

benzo[d][1 .3]oxazin-1 -yi)-piperidin-1 -yq-acetamide dihydrochloride. 



[141] 2-[4K6^hloro-2-oxo-4H-benzo[d][1 ,3]oxazin-1-yl)-plperidin-1-yl]-N-(4- 
dimethylamino-phenyi)-aGetamide dihydrochloride, 

[142] N-(9-Hydroxy-9H-fluorBn-3-yl)-2-[4-(4-methyl-2-oxo-4H-ben2o[dl[1 .SJoxazln-l- 
yl)-piperidin-1 ^yl]-acetamide, 

[143] N-(9-Ethyl-9H-carbazol-3-yl)-2-[4-(4-methyl-2-oxo-4H-benzoId][1 .3]oxa2in-1 - 
yl)-piperidin-1 -yi]-acetamide. 

[144] 2-[4-(4-Methyl-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yi]-N-(4- 
phenoxy-phenyl)-aGetamide, 

[145] 2-{2-[4-(2-Oxo-4H-benzo[d][1 .3]oxa2in-1-yl)-plperidin-1-yfl-acetamlno>-benzoic 
add. 

[146] 1-{1-[2-(&'Ruoro-2-methyl-3.4-dihydro-2H-quinoline-1-yl)-2-oxo-ethyl]- 
piperidin-4-yI}-1 .4-dlhydro-benzo[dJ[1 ,3]oxa2in-2-one, 

[147] 6-Chloro-1-{1-[2-(6-fluoro-2-methyI-3,4-dlhydro-2H-quinoline-1-yl>.2-oxo-ethyl]- 
plperidln-4-yl}-1 .4-dihydro-benzo[d][1 .3]oxazin-2-one. 

[148] 1-{1-[2-(6-Fluoro-2-methyl-3.4-dihydro-2H-qulnoline-1-yl)-2-oxo-ethyl]- 
plperidln-4-yl}-6-methyl-1 ,4-dlhydro-benzo[d][1 ,3]oxazin-2-one, 

[1 49] 1 -{1 -[2-(6-Fluoro-2-methyl-3.4-dlhydro-2H-qulnollne-1 -yl)-2-oxo-ethyl]- 
plperidin-4-yl}-8-methyl-1 ,4-dlhydro-benzo[d][1 ,3]oxazin-2-one. 

[1 50] 1 -{1-[2-(6-Methoxy-2,2,4-trimethyl-3.4-dlhydro-2H-qulnollne-1 -yl).2-6xo-ethyl]. 
piperidin-4-yl}-1 .4-dihydfx>-benzo[d][1 .3]oxazin-2-one; 
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[151] 6-Chloro-1K1-(2K6-methoxy-2,2.4-trimethyf-3.4-dihydro-2H-quinollne-1-yl)-2- 
oxo-ethyl]-piperidln-4-yl}-1 ,4-dlhydro-ben2o[d]I1 ,3]oxazin-2-one. 



[152] H1-[2-(6-Methoxy-2.2.4-trimethyl-3.4Kllhydro-2H-quinollne-1-yl).2K)xo-ethyl]- 
piperidin-4-yl>-8-methyl-1 .4-dihydro-benzo[dM1 .3]oxazin-2-one, 

[153] 1^1-[2-(6-Methoxy-2,2.4-trimethyl-3.4Klihydro-2H<|UlnoIlne-1-yl)-2<>xo-ettiyl]- 
piperidin-4-yl}-6-methyl-1 ,4-dihydro-benzo[d]I1 .3]oxa2ln-2^ne, 

[1 54] N-(9-Hydroxy-9H-fluoren-3-yl)-2-[4-(2-oxo-7-trifluormethyl-4H- 
benzo[d][1 .3]oxazin-1-yl>-piperfdin-1-yq-acetamide. 

[155] N-(9H-carbazoI-3-yl)-2-[4-(2-oxo-7-trifluonnethyMH-ben2o[d][1 .3]oxazjn-1-yl)- 
piperidin-1 -yQ-acetamide. 

[1 56] 2-[4-(2-Oxo-7-trifIuormethyl-4H-benzo[d][1 .3]oxa2in-1-yl)-plperidln-1-yIl-N-<4- 
phenoxy-phenyl)-acetamide. 

(1 57] N-(9-Ethyl-9H-carbazol-3-yl)-2-[4-(2-oxo-7-trifluorniethyMH- 
benzo[d][1.3]oxazin-1-yl)-piperidin-1-yq-acetamide. 

[1 58] 2-4-(6,7-Dlfluoro-2-oxo-4H-benzo(d](1 .3]oxazin-1-yl)-plperldin-1-ya-N-(9. 
hydrDxy-9H-fluoren-3-yl)-acetamide. 

[159] N-(9H-carbazol-3-yl)-2H:4-(6jKJifIuoiD-2K)xo-4H-benzo[d][1.3]oxazin-1-yl> 
piperidin-1 -yQ-acetamide, 

[160] 2-4-(6.7-Dlfluoro-2-oxo-4H-benzo[d][1 ,3]oxazln-1-yl)-piperidin-1.ylJ-N-(4- 
phenoxy-phenyl)-acetamide, 

[161] 2-4K6J-Dmuoro-2-oxo-4H.benzo[d]l1.3]oxazln-1-yl)-piperidln-1.yn.N-(9-ethyl- 
9H-carbazol-3-yl)-acetamide. 
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[162] 2-(4-(4-Methyl-2K)xo-4H-benzoId][1.3]oxazin-1-yl)-pjperidin-1-yq-N-(9-oxo-9H- 
fluoren-3-yl)-acetamicle. 



[163J 2-(4-(6-Chloro-2-oxo-4H-benzo(dlI1 .3]oxazin-1-yl)-piperidin-1 -yq-N-(3- 
dinnethylamino-phenyl)-acetamide. 

in a further aspect the present invention also provides a process for the preparation 
of bena>xazlnone-dei1ved compounds of general fonnula (I), wherein R^-R^^ and A 
have the meaning given at>ove. according to which at least one compound of general 
fbmnula (11), 



wherein R^^ and R^^ have the meaning given above, is reacted with at least one 
compound of general formula (ill). 



wherein A has the meaning given above. F represents halogen, hydroxy or an O-acyl 
group and G represents halogen, preferably chlorine, in a suitable reaction medium 
and in the presence of at least one base and/or at least one auxiliary agent, and 
reacting the so obtained compound of general (IV) 




(II) 




(III) 
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O 




wherein A, G. R^® and R^^ have the above defined meaning, with at least one 
piperidin compound of general fomiula (V) and/or a salt, preferably hydrochloride, 
thereof. 




(V). 



wherein R^ to R* have the meaning as definded above. In a suitable reaction 
medium, optionally In the presence of at least one base and/or at least one auxiliary 
agent. 

According to the invention, the process may be illustrated as an example by the 
following reaction scheme 1 : 
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(IV) (V) (I) 

wherein to R^^ and A have the meaning as given above. 

Suitable reaction media are e.g. organic solvents, such as ethers, preferably diethyl 
ether, dioxane, tetrahydrofurane, dimethyl glycol ether, or alcohols, e.g. methanol, 
ethanol, propanol, isopropanol, butanol, isobutanol, tert-butanol, or hydrocart>ons, 
preferably benzene, toluene, xylene, hexane, cyclohexane, petroleum ether, or 
halogenated hydnscarbons, e.g. dichloromethane, trichloromethane, 
tetrachlpromethane, dichloroethylene, trichloroethylene, chlorobenzene or/and other 
solvents, preferably ethyl acetate, triethylamine, pyridine, dimethylsuifoxide, 
diemthylfonmamide, hexamethylphosphoramide, acetonitril, acetone or nitromethane, 
are included. Mixtures based one or more of the afore mentioned solvents may also 
be used. 
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Bases that may be used in the processes according to the present invention are 
generally organic or inorganic bases, preferably alkali metal hydroxides, e.g. sodium 
hydroxyde or potassium hydroxyde. or obtained from other metals such as barium 
hydroxyde or different carbonates, preferably potassium carbonate, sodium 
carbonate, calcium carbonate, oralkoxides, e.g. sodium methoxide. potassium 
methoxWe. sodium ethoxide. potassium methoxide, potassium ethoxkJe or potassium 
tert-butoxWe, or organic amines, preferably triethylamine, diisopropyethylamine or 
heterocycles. e.g. 1 .4-diazabicyclo[2.2.2] octane, 1.8-diazablcyclo[5.4.0]undec-7-ene 
pyridine, diamino pyridine, dlmethylaminopyridine, methylpiperidine or morpholine. 
Alkali metals such as sodium or ist hydrides, e.g. sodium hydride, may also be used, 
ly^ixtures based one or more of the afore menttoned bases may also be used. 

The above mentioned bases may be used for the process as auxiliary agents, hen 
appropriate. Other suitable auxiliary agents for the above mentioned reactfons are. 
for example, dehydrating agents like carbodilmMes, e.g. diisopropytearbodlimMe, 
cydohexylcarbodiimide or N-(3-dimethylaminoprDpyl)^'-ethylcarbodilmWe 
hydrochtoride, or carbonylic compounds. e.g. carbonyWiimWazol or compounds like 
isobutylchloroformiate or methansutfonyl chloride, among others. These reagents are 
generally used in amounts from 0.5 to 5 mol versus 1 mol of the corresponding 
reactands. These bases are generally used in amounts from 0.05 to 10 mol versus 1 
mol of the corresponding reactaruis. 

During some of the synthetic reactions described or while preparing the compounds 
of general formulas (I). (II). (III). (IV) and (V). the protection of sensitive groups or of 
reagents may be necessary and/or desirable. This can be performed by using 
conventional protective groups like those described in the literature protective 
groups in Organk: Chemistry, ed. J. F.W. McOmie, Plenum Press. 1973; T.W. 
Greene & P.G.M.Wuts. Protective Groups In Organic Chemistry, John Wiley & sons. 
1 991 . SakI literature description is hereby incorporated by reference as part of the 
disctosure. The protective groups may also be eliminated as convenient by means 
well-known to those skilled in the art 
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The compounds of general fomiulas (II), (III). (IV) and (V) are either commercially 
available or can be produced according to methods known to those skilled in the art. 
The reaction of compounds of general formulas (IV) and (V) to yield benzoxazinone- 
derived compounds of general fonnula (I) may also be facilitated by conventional 
methods known to those skilled in the art. 

The substituted benzoxazinone compounds of general formula (V), wherein 
represente H, are preferably synthesized from substituted anthranilic ackl or a 
corresponding ester via the conresponding substituted benzylalcohoi (see scheme 2, 
method A). By reductive amination with 1-Boc-(tert.-Butylcarbonyloxy) the Boc- 
piperidln-moiety is introduced into the substituted benzylalcohoi. The benzoxazinone- 
ring is formed by cyclisation with triphosgene. The elimination of the Boc-protecting 
group is carried out by treatment in ackiic media according to the method described 
in Williams et al.. J. Med. Chem. 1995 38. 4634 and later by Bell et al.. J. Med. 
Chem., 1998. 41 . 2146 which are hereby incorporated by reference and fonn part of 
the disclosure. By reacting such a substituted benzoxazinone compound of general 
formula (V) yiUXh a halogenated amide of gmeral formula (iV) benzoxazinone derived 
compounds of general formula (I) are obtained. 

By reduction of the corresponding ketones via conventional mettiods known to those 
skilled in the art. e.g. by reduction wiUi sodium borohydride (see scheme 2, method 
B. RS^Z) benzoxazinone derived compounds of general fomnula (I), wherein R^ 
represents an unbranched or branched, saturated or unsaturated, optionally at least 
mono-substituted aliphatic radical or a saturated or unsaturated, optionally at least 
mono-substituted, optionally at least one heteroatom as ring member containing 
cycloaliphatic radical (denoted by Z in method B) can be obtained. 
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The compounds of general fomnula (IV) are commercially available or may be 
produced according to scheme I by conventional methods known to those skilled ii 
the art. Essentially the respective compound of general fomiula (II) is reacted with 
chloroacetyl chlorkJe or the respective compound of general formula (III) in the 
presence of an organic reaction medium, preferably dichloromethane and a base, 
preferably triethylamine and/or diisopropylethylamine. 
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The present invention also provides for novel intermediates, namely the following 
compounds of general fomnula (V): 

[I] 6-Methyl-1 -(piperidin-4-yl)-1 .4-dihydro-2H-3,1 -l)enzoxazln-2-one. 
[2] 7-Methyl-1 -(plperldin-4-yl>-1 .4-dihydrD-2H-3,1 -benzoxazlnr2-one, 
[3] BrMethyH -(piperidin-4-yl)-1 ,4-dlhydro^2H-3,1 -l>enzoxazln-2-one, 
[4] 5-Chloro-1 -(piperidin-4-yl)-1 .4-dihydro-2H-3, 1 -benzoxazln-2-one, 
[5] 6-Chloro-1-(piperidin-4-yl)-1,4-dihydro-2iH-3.1-benzoxazin-2-one. 
[6] 8>Chloro-1-(piperidin-4-yl)-1 .4-dihydn>2H-3.1-benzoxazin-2-one. 
[7] 6-Fluoro-1-(pipendin-4-yl)-1 i4-dihydro-2H-3.1-benzoxazin-2-one. 
[8] 7-Fluorp-1 -(piperidin-4-yl)-1 .4-dihydro-2H-3.1 -benzoxazin-2-one. 
[9] 5-Methoxy-1-(piperidin-4-yl)-1 .4-dihydro-2H-3,1-benzoxazin-2-one. 
[10] 6-Methoxy-1-(piperidin-4-yl)-1 .4-dihydfo-2H-3.1-benzoxazin-2-one. 

[II] 5-Hydroxy-1-(piperidin-4-yl)-1.4-dihydro-2H-3.1-benzoxazin-2-one. 
[12] 6-Hydroxy-1-(piperidln-4-yl)-1.4-dihydra.2H-3,1-benzoxazin-2-one, 
[13] 8-Hydroxy-1-(piperidin-4-yl)-1,4-dihydro-2H-3.1-benzoxazin-2-one. 
[14] 6,7-Difluoro-1-piperidin-4-yl-1.4-dihydro-benzb[d][1,3]oxazin-2-oneand 
[15] 1-Piperidin-4-yl-7-trifluoromethyi-1.4-dihydro-benzo[d][1,3]oxazin-2-one. 
optionally in form of their salts. 
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In a further aspect the present invention also provides a process for the preparation 
of salts of benzoxazinone-derived compounds of general fomnula (I), wherein at least 
one compound of general formula (I) having at least one basic group is reacted with 
an inorganic or organic acid, preferably in the presence of a suitable reaction 
medium. Suitable reaction media are the ones given above. Suitable inorganic acids 
are for example hydrochloric acid, hydrobromic acid, phosphoric acid, sulfuric acid, 
nitric acid, suitable organic adds are e.g. citric acid, maleic acid, fumaric acid, tartaric 
acid, or derivatives thereof, such as p-toluenesulfonic acid, methanesuHbnic acid or 
camphersuHbnlc add. 



In yet a further aspect the present invention also provides a process for the 
preparation of salts of benzoxazinone-derived compounds of general formula (I), 
wherein at least one compound of general fonnula (I) having at least one addic 
group is reacted with one or more suitable bases, preferably in the presence of a 
suitable reaction medium. Suitable bases are e.g. hydroxides, carbonates or 
alkoxides, which indude suitable cations, derived e.g. from alkaline metals, alkaline 
earth metals or organic catfons, e.g. [NHnl^*, wherein n is 0, 1 , 2, 3 or 4 and R 
represents a branched or unbranched Ci^-alkyl-radical. 

Solvates, preferably hydrates, of the Benzoxazinone-derived compounds of general 
fomnula (I) may also be obtained by standard procedures known to those skilled in 
the art. 

If the Benzoxazinone-derived compounds of general formula (I) are obtained in fomi 
of a mixture of stereoisomers, particulariy enantiomers or diastereomers. said 
mixtures may be separated by standard procedures known to those skilled in the art, 
e.g. chromatography methods or crystallization with chiral reagents. 

The purification and isolation of the Benzoxazinone-derived compounds of general 
formula (I) or a corresponding stereoisomer, or salt, or solvate respectively, if 
required, may be carried out by conventional methods known to those skilled in the 
art. e.g. chromatographic methods or recrystallization. 
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The Benzoxazinone-derived compounds of general formula (I), their stereoisomers or 
the respective salts or solvates are toxicologically acceptable and are therefore 
suitable as pharmaceutical active substances for the preparation of medicaments. 

The present invention therefore also provides for a medicament comprising at least 
one benzoxazinone-derived compound of general formula (i), optionally in fdmn of 
one of its stereoisomers, preferably enantiomers or diastereomers, Hs racemate or in 
form of a mixture of at least two of its stereoisomers, preferably enantiomers or 
diastereomers, in any mixing ratio, or a physiologically acceptable salt thereof, or a 
solvate, respectively, and optionally one or more pharmaceutically acceptable 
adjuvants. 

Furthermore, the present invention also provides for a pharmaceutical composition 
comprising at least one benzoxazinone-derived compound of general fonmula (i), 
optionally in form of one of its stereoisomers, preferably enantiomers or 
diastereomers, its racemate or in form of a mbcture of at least two of Its stereoisomers 
in any mixing ratio, or a physiologically acceptable salt thereof, or a solvate, 
respectively, and optionally one or more pharmaceutically acceptable adjuvants, 
which is not yet formulated into a medicament. 

Preferably the medicament is suitable for the regulation of neuropeptide Y receptors, 
preferably of neuropeptide Y 6 (NPY5) receptor, for the regulation of food ingestion, 
preferably for the prophylaxis and/or treatment of disorders of food ingestion, 
preferably obesity, anorexia or bulimia, for the prophylaxis and/or treatment of 
disorders of the peripheral nervous system, disorders of the central nervous system, 
diabetes, arthritis, epilepsy, anxiety, depression, cognitive disorders, preferably 
memory disorders, cardiovascular diseases, pain, hypertensive syndrom, 
inflammatory diseases or immune diseases. 

The present invention also provides for the use of at least one t>enzoxazinone- 
derived compound of general formula (I), optionally in form of one of its 
stereoisomers, preferably enantiomers or diastereomers, its racernate or in fomn of a 
mixture of at least two of its stereoisomers, preferably enantiomers or diastereomers, 
in any mixing ratio, or a physiologically acceptable salt thereof, or a solvate, 
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respectively, for the manufacture of a medicament for the regulation of neuropeptide 
Y receptors, preferably of neuropeptide Y 5 (NPY5) receptor, for the regulation of 
food ingestion, preferably for ttie prophylaxis and/or treatment of disorders of food 
Ingestion, preferably obesity, anorexia or bulimia, for the prophylaxis and/or treatment 
of disordere of the peripheral nervous system, disorders of the central nervous 
system, diabetes, arthritis, epilepsy, anxiety, depression, cognitive disorders, 
preferably memory disorders, cardiovascular diseases, pain, hypertensive syndrom, 
inflammatory diseases or immune diseases. 

The medicament may be in any form suitable for the application to humans and/or 
animals and can be produced by standard procedures known to those skilled in ttie 
art. The composition of the medicament may vary depending on the route of 
administration. 

The medicament of ttie present invention may e.g. be administered parentally In 
combination witti conventional injectable liquid carriers, such as water or suitable 
alcohols. Conventional pharmaceutical adjuvants for injection, such as stabilizing 
agents, solubllizing agents, and buffers, may be included in such injectable 
compositions. These medicaments may be injected intramuscularty, intraperitoneally, 
or intravenously. 

Medicaments according to the present invention may also be formulated into orally 
administrable compositions containing one or more physiologically compatible 
carriers or excipients. in solid or liquid form. These compositions may contain 
conventional ingredients such as binding agents, fillers, lubricants, and acceptable 
wetting agents. The compositions may take any convenient form, such as tablets, 
pellets, capsules, lozenges, aqueous or oily solutions, suspensfons. emulsions, or dry 
powdered form suitable for reconstitution with water or ottier suitable liquki medium 
before use, for immediate or controlled release. 
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The liquid oral forms for administration may also contain certain additives such as 
sweeteners, flavoring, preservatives, and emulsifying agents. Non-aqueous liquid 
compositions for oral administration may also be formulated, containing. edilMe oils. 
Such liquid compositions may be conveniently encapsulated In e.g., gelatin capsules 
in a unit dosage amount. 

The compositions of the present invention may also be administered topically or via a 
suppository. 

The above mentioned compositions include preferably 1 to 60 % by weight of one or 
more of the benzoxazinone-derived compound of general formula (I), optionally in 
form of one of its stereoisomers, preferably enantiomers or diastereomers. its 
racemate or in form of a mixture of at least two of its stereoisomers in any mixing 
ratio, or a physiologically acceptable salt thereof, or a solvate, respectively, and 40 to 
99 % by weight of the appropriate phannaceutical vehicle(s}. 

The daily dosage for humans and animals may vary depending on factors that have 
their basis in the respective species or other factors, such as age. weight or degree 
of illness and so forth. The daily dosage for humans usaljy ranges from 1 milligram to 
500 milligram of substace to be administered during one or several Intakes. 
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Neuropeptide Y5 Receptor binding studies: 
(Method (I) 

The experimental protocol follows the method by M. Gobbi et ai. as decribed In M. 
GobbI, T. Mennini, A. VezzanI: Autoradiographic Reevaluation of the Binding 
Properties of r25|][Leu3\ Pro*»] Peptide YY and V^\] Peptide YYa^to Neuropeptide 
Y Receptor Subtypes in Rat Forebrain, The Journal of Neurochemistry, 1999, 72, 
1663-1670, which is hereby incorporated by reference and is part of the disclosure, 
with modifications. Male Wistar rats are sacrificed by decapitation, their brains are 
rapidly removed and the cortex is dissected. Homogenlzatlon is perfbnned in cold 
conditions in the buffer 120 mM NaQ, 4.7 mM KCI, 2.2 mM CaCla. 1.2 mM KH2PO4, 
1.2 mM MgS04, 25 mM NaHCOa. 5.5 mM glucose. pH 7.4. by means of a Ultra- 
Tunax homogenizer for 15 seconds at 13,500 rpm. The ratio between fresh tissue 
weight and buffer volume is of twenty times. The membrane is centrifuged for 10 min 
at 48,000 g. The supernatant is discarded and the pellet is washed, resuspended and 
recentrifijged three more times. The final membrane resuspension is pertbmied In 
the buffer 120 mM NaCI, 4.7 mM KCI. 2.2 mM CaClz. 1.2 mM KH2PO4. 1.2 mM 
MgS04, 25 mM NaHCOg. 5.5 mM glucose. 0.1% BSA, 0.05% bacitracin, pH 7.4. at a 
20 ml/g ratio of fresh tissue. The radioligand used is f^^lJ-PYYa^ at the 
concentration of 28 pM. Incubation volume: 500 pi. A 1 pM concentration of BIBP 
3226 is added to the incubation medium in order to saturate receptor Y,. Incubation 
is performed at 25 for 120 minutes and ended by rapid filtration in a Harvester 
Brandel Cell through fiber glass fiHers of the brand Schleicher & Schueil GF 3362 
pretreated with a 0.5% polyethylenlmine solution. The filters are cold-washed three 
times with two milliliters of the same buffer used in homogenization. The filters are 
transfened to vials and 5 ml of Eoosdnt H liquid scintillation cocktail are added to 
each vial. The vials are allowed to reach steady state for a few hours before counting 
in a Wallac Winspectral 1414 scintillation counter. Non-specific binding is detennined 
in the presence of 1 pM of pNPY (Neuropeptide Y of porcine origin). The assays are 
performed in triplicate. 
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The methods used for membrane preparation and binding are similar to those 
described by Y. Hu, B. T. Bioomquist et ai. in Y. Hu, B. T. Bloomquist et al.. The 
Journal of Biological Chemistry. 1996. 271. 26315-26319 with modifications. Said 
literature description is herewith incorporated by reference and forms part of the 
disclosure. Cells C6 were transfected with the rat Y5 receptor. The cells were grown 
under standard culture conditions in 150 cm^ dishes and they were harvested using a 
rubber scraper and 10 ml PBS. The cells from five dishes were collected and 
centrifuged 2.500 g for 5 min (4<*C). The pellet was washed by resuspending in 3 ml 
buffer (Tris-HC1 10 mM, pH 7.4), homogenized using a Potter S homogenizer. 10 
strolces at 600 rpm and centrifuged 48.000 g for 20 min (4''C). The pellet was 
resuspended in 8 ml membrane buffer (Tris-HCI 25 mM, NaC1 120 mM. KCI 5 mM, 
KH2PO4 1.2 mM. CaClz 2.5 mM. MgS04 1.2 mM. BSA 0.15 mg/ml. Bacitracine 0;5 
mg/ml. plH 7.4) and rehomogenized using the Potter S. 10 strokes at 600 rpm. The 
piotein concentration in tlie incubation was 40 pg/mi. The rsKlioiigand was f ^l]-PYY 
(100 pM) in a total incubation volume of 200 pi. Following incubation at 25^C for 2 h. 
the reaction was stopped by addition of 5 ml ic&<x>id buffer (Tris-HCI 25 mM;'NaCI 
120 mM, KCI 5 mM. KH2PO4 1 a mM. CaCIa 2.5 mM, MgS04 1 ,2 mM. pH 7.4) and 
rapid filtration in a Harvester Brandell Cell using filters (Schleicher & Schuell GF 
3362) pretreated for two hours with 0.5% polyethyleneimine. Filters were washed 
one time with 5 ml ice-cold buffer. The filters were placed into plastic scintilation vials 
and 5 ml scintilation cocktail Ecoscint H were added. The quantity of radioactivity 
present was determined in a Wailac Winspectral 1414 counter. Non specific binding 
was detennined in the presence of 1 pM de pNPY. All binding assays were done hi 
triplicate. 
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Binding to Neuropeptide 

The experimental protocol follows the method by Y. Dumont et ai. as described In Y. 
Dumont, A. Foumler. S. St-Plerre, R. Quirion: Characterization of Neuropeptide Y 
Binding Sites In Rat Brain Preparations Using [^25|][Leu3\ Pro^^JPeptlde YY and 
r^sijpeptide YYa^ as Selective Y1 and Y2 Radioligands. The Journal of 
Phamiacology and Experimental Therapeutics, 1995, 272, 673-680. with slight 
modifications. Said literature description is herewith incorporated by reference and 
forms part of the disclosure. 

Male Wistar rats are sacrificed by decapitation, their brains are rapidly removed and 
the hypoccampus is dissected. Homogenization is perfonned in cold conditions In the 
buffer 120 mM NaCI, 4.7 mM KCI. 2.2 mM CaCla. 1.2 mM KH2PO4. 1.2 mM MgS04. 
25 mM NaHCOs, 5.5 mM glucose. pH 7.4, by means of a Ultra-Turrax homogenizer 
for 15 seconds at 13.500 rpm. The ratio between fresh tissue weight and buffer 
volume is often times. The membrane Is centrifuged for 10 min at 48.000 g. The 
supernatant Is discarded and the pellet Is washed, resuspended and recentrifiiged 
two more times. The final membrane resuspenslon Is performed In the buffer 120 
mM NaCI, 4.7 mM KCI. 2.2 mM CaClz. 1 .2 mM KH2PO4, 1.2 mM MgS04. 25 mM 
NaHCOg, 5.5 mM glucose, 0.1% BSA. 0.05% bacitracin, pH 7.4, at a 90 ml/g ratio of 
fresh issue. The radioligand used is T^IJ-PYYaosat the concentration of 28 pM. 
Incubation volume: 500 pL Incubation is performed at 25 •C for 150 minutes and 
ended by rapid filtration In a Han^ester Brandel Cell through fiber glass filters of the 
brand Schleicher & Schuell GF 3362 pretreated with a 0.5% polyethylenlmine 
solution. The filtere are cold-washed three times with three milliliters of the same 
buffer used in homogenization. The filters are transferred to vials and 5 ml of 
Ecoscint H liquid scintillation cocktail are added to each vial.The vials are allowed to 
reach steady state for a few hours before counting In a Wallac WInspectral 1414 
scintillation counter. Non-specific binding Is determined In the presence of 1 pM of 
pNPY (Neuropeptide Y of porcine origin). The assays are perfonned In triplicate. 
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In both test, animals rats (Male W. 200-270g. obtained from Harlan. S.A) were used. 
The rats are acclimatized to the animal facility for at least 5 days before being 
subjected to any experimental procedure. During this period, animals were housed in 
groups of five in translucid cages and provided with food and water ad libitum. At 
least 24 hours t>efore the tests, animals are adapted to single-housing conditions. 

Nocturnal feeding: 

Food intake is measured in home cages in order to minimize non-specific stress 
effects on food intake resulting from changes in housing conditions. Food and water 
is available ad libitum. Immediately before lights tum off. rats are weighed, 
randomized and dosed (orally or intraperitoneally). either with vehicle or selected 
benzoxacine-compounds of general formula (I). Thereafter, rats are returned to home 
cages and food left on top covers is measured. Remaining food and animal's weight 
is measured next moming. 

The above mentioned methods are described in Ants Kask et al., Europan Journal of 
Pharmacotogy 414 (2001) 215-224 and Tumbull et al.. Diabetes. Vol. 51. August 
2002. which are hereby incorporated by reference and form part of the disclosure. 

Acute effects of selected compounds on food Intake in fasted rats: 

Rats were fasted for 23 hours in home cages, and after this period dosed (orally or 
intraperitoneally). either with vehicle or benzoxaclne-compound of general formula (i). 
One hour later preweighed food is left on top covers, and cumulative food intake is 
measured after 1. 2, 4 and 6 hours. 

The methods are described in Ants Kask et al.. Europan Journal of Pharmacology 
414 (2001) 215-224 and Tumbull et al.. Diabetes. Vol. 51. August 2002. , whtoh are 
hereby incorporated by reference and form part of the disclosure. 

The following examples are given to illustrate the present invention, but they do not 
limit the scope of the present invention. 
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The intermediates of general formulas (IV) and (V) were prepared by means of 
conventional organic chemistry methods known to those skilled in the art The 
preparatton of some of the intennediates of general fbmnulas (IV) and (V) is shown 
below: 

Example A: 

Synthesis of a compound of general formula (IV) 
2-chk>ro-N-(4-pheno)^henyl)acetamkJe 

To a solution of 4-phenoxyanillne (1,86g, 10 mmoles) and triethylamine (2,07 ml. 15 
mmoles) in 25 ml dry dichloromethane, is added stepwise a solution of chk>roacetyl 
chloride (1 ,18g. 10.5 mmoles) in 10 ml dry dichloromethane. The resulting reaction 
mixture is stirred for 1 hour at room temperature. AftenvanJs said reactton mixture is 
washed with 2x30 ml HCI (2 N) 1x30 ml water, dried with sodium sulfate and the solvent 
evaporated. 2,48 g. (Yield 95 %) of 2-chtoro-N-(4-phenoxyphenyl)acetamkJe were 
obtained. 

IR cm-\KBr) :3270,1660, 1506. 1490. 1236, 843. 752, 691. 
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Synthesis of a compound of general fonmula (V) 

Preparation of 6-Chloro-1 -<piperidin-4-yl)-1 ,4<lihydro-2H'3,1 4ienzoxazin^2-one 
hydrochloride 




T T w 

Boc Boc 

(V) 



3) 1-(feit'Butyloxycartx>nyl)^4^hloro-(24iydroxymethylphenylamine)] 
piperidine 

A scdution of 1-(te/f-butyloxyGarbonyl)-4-piperkjinone (20 g, 0.10 mol), 2'4m 
chlorobenzylic alcohol (17.34 g. 0.11 mol) and acetic acid (14 nriL, 0.22 mol) In dry 
toluene (500 mL) was heated at reflux temperature, with water elimination by means 
of azeotrope distillation with Dean-Stark, for 6 hours. The mixture was then cooled 
and vacuum concentrated up to half volume. NaBHaCN (20 g. 0.32 mol) and dry THF 
(300 mL) were added to the resulting solution. Acetic acid (10 mL, 0.17 mol) was 
then dripped for one hour. The reaction was stirred at room temperature for 24 hours. 
The mixture was vacuum concentrated and the residue was dissolved in ethyl 
acetate (750 mL), washed with a NaHCOa-saturated solution (4 x 250 mL) and a 
NaCI-saturated solution (250 mL), dried and evaporated to dryness. The residue was 
purified by means of flash chromatography eluting witti a mixture of ettiyi acetate: 
petroleum ettier (1:3). The desired product was tiius obtained as an oil (32.7 g, 96%). 

NMR (CDCI3): 1.32 (d. j=1 1.2 Hz, 2H), 1.41 (s, 9H), 1.92 (d, jsll.2 Hz, 2H). 2.92 
(t. j=12.0 Hz, 1H), 3.10 (s, 1H), 3.37 (m, 1H), 3.88 (d, y= 13.7 Hz, 2H), 4.49 (s, 2H), 
4.75 (s, 1 H), 6.52 (d, J= 8.6 Hz, 1 H), 6.96 (s, 1 H). 7.07 (d. j= 8.6 Hz, 1 H). 
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b.) 1 -(1 -teft-Butyloxycarbonyl^iperidinyl)-6-chloro.1 .4^ihydro-2H-3,1. 
benzoxasdn^^one 



N, N-diisopropylethylamine (DIEA) (43 mL. 0.25 mol) and triphosgene 
(8.65 g, 29.2 mmol) were added to a solution of 1-(^ef^Butyloxycartx)nyl)-4-[(4- 
chloro-(2-hydroxymethyl) phenyl-amino)]piperidine (27.0 g. 79 mmol) in dry THF 
(250 mL) cooled at O'C. The reaction was stirred at O'C for 1 h and at room 
temperature for 72 h. Ethyl ether was added and the mixture was cooled at OX for 
3 h and the DIEA hydrochloride was then filtered. The filtered solution was 
evaporated to dryness and the residue was dissolved in ethyl acetate (750 mL), 
washed with 5% solution of critic acid (2 x 500 mL), water (250 mL) and NaHCOr 
saturated solution (2 x 500 mL). The ethyl acetate solution was dried (MgS04). 
filtered and evaporated under reduced pressure. The residue was brought to the boll 
with ethyl ether untH the whole solid was dissolved and then cooled overnight to yield 
the desired compound in crystalline forni (28.9 g, 67%). 
Melting point: 1 77-1 79 "C 

NMR (CDCI3): 1.46 (s. 9H). 1.79 (d. j= 10.1 Hz. 1H). 2.54 (m. 2H). 2.78 (m. 2H), 
3.96 (m. 1H). 4.28 (m. 2H). 5.02 (s. 2H). 6.98 (d. j= 8.7 Hz. 1H)7.13 (d. j= 2.4 Hz. 
1H). 7.28 (dd, j= 8.7 Hz, j= 2.4 Hz, 1H). 

c.) 6-chloro-1-(piperidln-4-yl)-1.4-dlhydro^H-3,H)enzoxa2ln-2-one 
hydrochloride 

A solution of 1-[(1-fert-Butyloxycarbonyl)^plperidlnyl]-6-chloro-1,4-dlhydro-2H-3.1- 
benzoxazln-2-one (24 g, 65 mmol) In ethyl acetate (500 mL) was cooled at O'C. A 5 
M solution of hydrogen chloride in ethyl ether (500 mL) was then added and the 
resulting mixture was stirred at 0*C for 4 h. The precipitate formed was collected by 
filtration, washed with ether and vacuum dried to yield the desired product as a solid 
(1 6.95 g. 97%). 
Melting point: 254-257 X 



53 



<WO 03ae4952A1_l > 



wo 03/084952 PCT/EP03/03629 

NMR (CD3OD): 2.13 (d. j= 12.2 Hz. 2H), 2.88 (m. 2H). 3.20 (m. 2H). 3.53 (d, j= 
12.8 Hz. 2H). 4.24 (m, 1H). 5.16 (s, 2H). 7.31 (m. 2H). 7.41 (dd. j= 8.8 Hz. j= 2.6 Hz. 
1H). 

Several substitajted 3,1-benzoxazin-2-one compounds were prepared via the 
respectively substituted benzyl alcohols by reducing the respectively substituted 
anthranilic acids with lithium aluminium hydride and other known reducing agents by 
methods well known to those skilled in the art (see scheme 2), e.g. por ejempio 6- 
methyl-1 -(plperidin-4-yl>-1 ,4-dihydro-2H-3, 1 -benzoxazin-2-one, 7-methyl-1 -(piperldin- 
4-yl)-1 ,4-dihydro-2H-3,1 -benzoxazin-2-one, 8-methyl-1 -(piperidin-4-yl)-1 .4-dihydro> 
2H-3,1-benzoxazin-2-one , 5-methoxy-1-(plperidin-4-yl)-1,4rdihydro-2H-3.1- 
benzoxazin-2-one. 6-fluoro-1-(plperidin-4-yl)-1,4-dihydro-2H-3.1-benzoxazin-2-one, 
8-methoxy-1 -(piperidlnyl)-1 .4-dihydro-2H-3. 1 -benzoxazin-2-one. 5-methyl-1 - 
(plperidin-4-yl)-1 .4-dihydro-2H-3.1-benzoxazin-2-one. 7-fluoro-1-(piperidin-4-yi)-1,4- 
dihydro-2H-3.1-benzoxazin-2-one. 5-fluoro-1 -(piperidin-4-yl)-1 .4-dihydro^2H^.1^ 
behzoxazin-2-one. 6-methoxy-1-(piperidinyl)-1 ,4-dihydro-2H-3.1-benzoxazin-2-one. 
&<:hk)n>1-(piperidinyl)-1 .4<Jihydro-2H-3.1-benzoxazin-2-one. 7-chloro-1- 
(piperidinyl)-1 .4-dihydro-2H-3.1-benzoxazin-2-one, 8-chloro-Hpiperidinyl>-1 ,4- 
dihydro-2H-3,1^benzoxazin-2-one and others. The reaction of the respective 5- 
methoxy-1-(piperidinyl)-1,4-dihydro-2H-3.1-benzoxazin-2-one. 8-methoxy-1- 
(piperidinyl)-1.4-dlhydro-2H-3,1-benzoxazln-2-one and 6-methoxy-1-(piperidlnyl)-1 ,4- 
dihydro-2H-3,1-benzoxazin-2-one compounds according to conventional methods, 
e.g. BBra in an inert organic solvent yields the respective 5-hydroxy-1-(piperidinyl)- 
1 ,4-dihydro-2H-3.1-benzoxazin-2-one, 8-hydroxy-1-(piperidinyl)-1 .4-d|hydre>-2H-3.1- 
benzoxazin-2-one and 6-hydroxy-1-(piperidinyi)-1.4-dihydro-2H-3,1>benzoxazin-2- 
one compounds. The unsubstituted benzoxazin-2-one 1-(piperidin-4-yl)-1.4-dihydro- 
2H-3.1-benzoxazin^2-one is prepared according the method described in J. Med. 
Chem. 1995. 38, 4634 and J.Med.Chem. 1998. 41 . 2146. which are hereby 
incorporated by reference and form part of the disclosure. 
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The substituted anthranllic acids were reduced by conventional methods Icnown to 
those sidlted in the art, e.g. by the use of LiAIH4 as reducing agent in anhydrous THF 
under an inert-gas atmosphere, e.g. argon or nitrogen. This process is very efficient 
and in most cases the respective 2-amlnoben2ylalcohols are obtained in very good 
yields. 



General instruction for the reductfon of substituted anthranUic acids: 

To a three necic fiaslt. equipped with a mechanical stirrer and an inlet for gaseous 
nitrogen. 100 mL anhydrous THF and 1 16.6 mmoles of LiAIH* were given and the 
resulting suspension cooled to 0 "C. After the addition of 58.3 mmoles of the 
respective substituted anthranllic acid in 160 mL anhydrous THF. the resulting 
reaction mixture is warnied to room temperature and stirred or about an hour. Under 
cooling to 0» C 4.7 mL water . 4.7 mL NaOH 15 wL-%. and finally 14 mL water are 
carefully added to the mixture. The resulting suspension is filtered and washed with 
ethylacetate. 



The organic phase is washed with water, dried and the solvent evaporated. In most 
cases the resulting product may be used without further purification. 



Example 1: 



Preparation of 1-{1-[N-(9-oxo-9H-fluoren-2-yl)amlnocarbonyImethyll^ 
(piperidinyl)}.1,4-dlhydro-2H-3, 1-benzoxa2ln-2-one hydrochloride. 

A mixture of 1-(4-piperidinyl)-1.4-dlhydro-2H-3.1-benzoxa2inone hydrochloride (2.68 
g, 10 mmol). N-(9-oxo-9H-fluoren-2-yl)-2-chloroacetamide (2.99 g, 11 mmol) and 
K2CO3 (5.53 g. 40 mmol) in DMF (40 mL) wias stlnred ovemight at room temperature. 
H2O (100 mL) was then added and the precipitate fonned was collected by 
filtration.The solid was dissolved in hot ethyl acetate, washed with water, decanted, 
dried and evaporated to dryness. The residue dissolved In EtOH was brought to 
pH=3 with a 1 M solution of hydrogen chloride in EtOH and filtered to yield the desired 
hydrochloride in crystalline fomi (3.73 g. 74%). 
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Preparation of N-{4-chloro-2K2K:hloro-benzoyi>pheriyl]-2-[4-(6-chloro-2-o]!CO-4H- 
benzo[d][1,3]oxazin-1-yl]-piperidin-1-yq-acetamide hydrochloride 



A mixture of 1-(4-piperidinyl)-1 .4-dihydro-2H-3,1-benzoxazinone hydrochloride (161 
mg, 0,60 mmol), 2-(2-chioroacetamide)-2',5-dichlorobenzophenone (226 mg. 0.66 
mmol) and K2CO3 (330 mg. 2.40 mmol) in DMF (10 mL) is stirred at room 
temperature overnight. Afterwards H2O (15 mL) is added and the formed precipitate 
separated by filtration. The solid is dissolved in ethyl acetate, washed with water, 
dryed and the soh/ent evaporated. The so obtained resiude is dissolved in ethanol 
and upon addition of 0,22 ml of a 2.6 M solution of hydrochloric acid in ethanol abs. 
the hydrochloride salt is crystallized, which was filtered and dryed. 209 mg of a white 
solid were obtained (Yield 61 %). 

IR (cm-^) KBn 3398, 2860, 1702. 1493, 1295, 1246, 1202. 1042. 946. 758. 
^H-NMR: 1.9 (d. j=12.9 Hz. 2 H) 2.9 (m. 2 H) 3.2 (m. 2 H) 3.5 (d. j=1 1.2 Hz. 2 H) 4.0 
(s. 2 H) 4.2 (m. 1 H) 5.0 (s. 2 H) 7.3 (m. 4 H) 7.4 (m, 1 H) 7.5 (m. 2 H) 7.5 (m, 1 H) 
7.6 (dd. j=8.5. 2.4 Hz. 1 H) 7.8 (d. j=8.5 Hz, 1 H) 10.2 (s. 1 H) 10.9 (s. 1 H) (DMSO- 
d6). 

Melting point: 201-204 »C 

The melting point and the spectroscopic data for the identification of some of the 
benzoxazinone-derived compounds of general formula (I) prepared analogously to 
the methods described in Examples 1 and 104, are shown in the following tables: 




a 
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In the compounds according to examples 1-100 three of the substitutents R\ 
and R* as well as the substituents R* to R^ all represent H. Thus, the general formula 
(I) may be written in the simplified fomi (la) given below, wherein R^ indicates the 
respective substituent R^-R*. 
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N-[4-c;nioro-2-(2-cnioro-beruoyl)-pnenyij-244-(6-methyi-2-oxo-^ 
1 -yl)-piperidin-1 -yQ-aoetamide. 


Ex. 
101 




1H-NMR 

1 .8 (d, .^1 1.9 Hz, 2 H) 2. 1 (s. 3 H) 2.5 (t, >=1 1 .8 Hz; 2 H) 2.8 (m, 2 H) 3. 1 
(d. J^l 1.0 Hz, 2 H) 3.3 (s, 2 H) 4.4 Ji«12.6 Hz, 1 H) 5.0 (s. 2 H) 6.4 (d, 
js=8.4 Hz. 1 H) 6.9 (s. 1 H) 7.5 (m, 6 H) 7.6 (d, J!=8.2 lb; 1 H) 8.9 (d, >-8.8 
Hz, 1 H) 12.7 (s, 1 H) (CDCL,-<0 




IR(KBr} 

1705, 1648. 1561. 1500, 1284, 1220; 1093, 1041, 961, 821, 753 • 






M.P.: 228-232 




N-[4-Chloro-2-(2-chloro-benzoyl>phenyl]-2-[4-(2-oxo-4H-D6nzo[d][l ,3]oxazin-l -ylh 
pipOTdin-1-yl]-acetamide hydrochloride. 


Ex. 
102 




1H-NMR 

2.0 (d, .A=13.7 Hz. 2 H) 2.9 (m, 2 H) 3 J (m. 2 H) 3.5 (m. 2 H) 4.1 (s, 2 H) 4.2 
(m, 1 H) 5. 1 (s, 2 H) 7.1 (a, 1 H) 7.2 (d. J=7.0 Hz, 1 H) 7.3 (s. 3 H) 7.5 (m, 1 
H) 7.6 (m, 3 H) 7.7 (d, ^8.2 Hz, 1 H) 7.8 (in. I H) 10.2 (s. I H) 11.0 (s. 1 H) 
(DMSO-d6) 






IR(KBr) 

3386, 1702, 1686, 1523, 1288, 1238, 1041, 960, 761 






M.P.. 175-184 'C 




N44-Chtoro-2-(2-chloro4>enzoyl)7phenyq-2-[4-(8-methyl-2*^^ 
1-yl)-piperidin-1*yQ-acetamtde hydrochloride. 


Ex. 
103 


jrVV HO 


1H-NMR 

2.1 (d, /=13.4 Hz, 2 H) 2.3 (s. 3 H) 2.9 (m, 2 H) 3.2 (m, 2 H) 3.5 (m, 2 H) 3.8 
(m. 1 H) 4.0 (s. 2 H) 5.0 (s, 2 H) 7.0 (m. 2 H) 7.2 (d, J^7.5 Hz, 1 H) 7 J (s, I 
H) 7.4 (m, 1 H) 7.5 (m, 3 H) 7.6 (d, >'8.8 Hz, 1 H) 7.8 (d, .^.4 Hz, 1 H) 
10.1 (s. 1 H) 10.9 (s. 1 10 (DMSO-d6) 




IR(KBr) 

3398.2864,1701,1670.1477,1288.1236,852.748 






M.P.: 177-185 "C 




NH4<;hloro-2H2-^loro-benzoylhphenylh2-[4-(6H:hloro-2-«xo-4H-t)enzo[d][1.3]oxazu^ 
1-yl)-plperidln-1 -yQ-acetamide hydrochloride. 


Ex. 
104 




1H-NMR 

1.9 (d, .^12.9 Hz, 2 H) 2.9 (m, 2 H) 3.2 (m, 2 H) 3.5 (d, ^1 1.2 Hz, 2 H) 4.0 
(s. 2 H) 4.2 (m, 1 H) 5.0 (s, 2 H) 7 J (m, 4 H) 7.4 (m. 1 H) 7.5 (m. 2 H) 7.5 
(m. 1 H) 7.6 (dd, >^.5. 2.4 ^ 1 H) 7.8 (d, >«.5 ^ 1 H) 10.2 (s, 1 IQ 10.9 

(s, 1 H) (DMS0-d6) 




IR (KBr) 

3398, 2860, 1702, 1675, 1493, 1295, 1246, 1202, 1042, 946, 758 






M.P.: 201-204 "C 
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|it^4'<k/^-Memyh2K>xo-4HH}enzoid][i.3Joxadn-1-yl)-piperkJin-i-ylJ4^.thlazo7^ 
acetamide. 



Ex. 
105 



1H-NMR 

1 .9 (d, J^12.6 Hz. 2 H) 2.4 (s, 3 H) 2.5 (m, 2 H) 2.9 (m, 7=12.5, 4.0 Hz, 2 
H) 3.1 (d. >»1 1.6 Hz, 2 H) 3.3 (s, 2 H) 3.9 (m, 1 H) 5.0 (s, 2 H) 6.9 (s, 1 H) 
6.9 (d, J=7.6 Hz, 1 H) 7.0 (d, .^=3.5 Hz, 1 H) 7.0 (d, .^7.6 Hz. 1 H) 7.5 (d. 
>"3.5Hz, 1 H) 10.4(8, 1 H)(CDCar<i) 



IR (KBr) 

2920,1718. 1618. 1528. 1458. 1383, 1294. 1208, 1143. 1045 



M.P.: 193 "C 



:i-l4-(e-»^iuoro-il-oxo-4H-benzoldJl1 .3Joxazln-1-yl)-plperidln-1 -ylJ-N-thlazol-2-yl- 
acetamide. 



Ex. 
106 



1H-NMR 

1.9 (d, .A=13.6 Hz, 2 H) 2.5 (td, J=12.1, 2.0 Hz. 2 H) 2.8 (<id..A-12.6, 3.8 
Hz, 2 H) 3.1 (d, y=l 1.6 Hz, 2 H) 3.3 (s, 2 H) 3.9 (m, 1 H) 5.1 (s, 2 H) 6.9 
(d, Jfe7.1 Hz, 1 H) 7.0 (4^3.5 Hz, 1 H) 7.1 (m. 2 H) 7.5 (d,>=3.5 Hz, 1 
H)10J(s,lH)(CDa3-d) 



IK (KBr) 

2935, 1701, 1528. 1500. 1458, 1271. 1207, 1145. 1045, 730 

M.P.: eZ^C — 



i>i-uiDenzomiopnen-zVz44-(SHnelhoxy^2K)xo4H4>enzoldJ[1 .Sloxazln-l-ylJ. 
plperidin-1-yq-acetamide. 



Ex. 
107 




6 



IH-NMR — 

1.9 (d, J^12.1 Hz. 2 H) 2.4 (m, 2 H) 3.0 (m, 2 H) 3.1 (d,.A=l 1.6 Hz. 2 H) 
3.2 (s, 2 H) 3.8 (m, 4 H) 5.2 (s, 2 H) 6.7 (t, y=8.3 Hz, 2 H) 7 J (t, /-83 Hz, 
1 H) 7.5 (m, 2 H) 7.6 (dd, 2.0 Hz, 1 H) 7.8 (m, 2 H) 8.2 (m, 1 H) 8.6 
(d, Jfe2.0 Hz. 1 H) 93 (8, 1 H) (COaj-d) 



IR (KBr) 

2935, 1719, 1605, 1509, 1477, 1257, 1141, 1084, 766, 733 

M.K: 210»C 



2-yl-aoetamide. 



Ex. 
108 



1H-NMR 

1.9 (d. .^1 1.1 Hz, 2 H) 2.5 (t, .^1 1 .1 Hz, 2 H) 2.9 (qd, .^=12.4, 3.8 Hz. 2 
H) 3.1 (d. .A=l 1.6 Hz, 2 H) 3.2 (s, 2 H) 3.8 (ddd, .A=12.1, 8.1, 4.0 Hz. 1 H) 
5.1 (s, 2 H) 7.1 (m, 3 H) 7.5 (dd, X.l, 3.0 Hz, 2 H) 7.6 (d, J^.6 Hz, 1 H) 
7.8 (m, 2 H) 8.2 (dd, ^=5.8, 3.3 Hz, 1 H) 8.6 (s. 1 H) 9.3 (s, 1 H) (CDOj-d) 



IR (KBr) — 

3300, 1718, 1682. 1509, 1472, 1431, 1293, 1199, 1043, 806, 760, 726 



M.K: 236 'C 
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2H4-(5-Hydroxy-:<:<>xo-4H-benzo[djii,3joxazirv1-yl)-piperidin>l-yl}-N-<4-phenoxy- 
phenyl)-acetamide. 


Ex. 
109 


6 

y 


1H-NMK 

^« I ym^ ^ nf OAf J t^.i XlZ, z fi^ j.j ^m, z 11^ ^u, t/^lU.! tlZ, x tl^ 

4.2 (s, 2 H) 4.3 (m, 1 H) 5.2 (s, 2 H) 6.7 (d,.A=8.1 1 H) 6.9 (m. 1 H) 7.1 
(d, ./=8.6 Hz. 2 H) 7.1 (d, J^.l Hz, 2 H) 7.2 (m, 2 H) 7.5 (t,y=8.l Hz, 2 
H) 7.7 (d, X.6 Hz, 2 H) 10.2 (s, 1 H) 10.2 (s, 1 H) 10.9 (s, 1 H) (DMSO- 
d6) 




IR (KBT) 

3192i 1701, 1609, 1560, 1508, 1476, 1229, 1071, 954, 779, 696 






M.P.:256»C 




iHl42-K3.4-Dihydrc>-lH-isoquinoijrv>2-yi>2H>xo-ethylhpipendin-4-y|}-l.4HJiriydn^ 
benzo[(q[1 .3]oxazin-2-one hydrochloride. 


Ex. 
110 


OOyJ HQ 
0 


1H-NMR 

2.0 (d, J^12.7 Hz, 2 H) 2.8 (t, ^.0 Hz. 1 H) 2.9 (m. 3 H) 3.3 (m. 2 H) 3.6 
(m. 3 H) 3.7 (t. ^.0 Hz, 1 H) 4.3 (in. 1 H) 4.4 (s, 2 H) 4.6 (m, 2 H) 5.2 (s. 
2 H) 7.1 (t,^7.4 Hz, 1 H) 7.2 (m, 4 H) 7 J (d,y=7.1 Hz, 1 H) 7.4 (m, 2 H) 
10.0(8, lH)(DMSad6) 




IR(KBr) 

3048,2878.1687,1658,1606,1464.1397.1043.771 






M P. :226-230 "C 




^^4-(t>-piuoro-2-oxo-4H-benzo[d][l.3joxazirvl-yihpiperidin-l-yl]HSI-<iuinoH . 


Ex. 
111 




1H-NMR 

1.9 (d. >=12.1 Hz. 2 H) 2.5 (t, J=ll.l Hz, 2 H) 2.9 (qd,^12.5, 4.0 Hz. 2 
H) 3.1 (d, J^ll.6 Hz, 2 H) 3.3 (s, 2 H) 3.8 (m. 1 H) 5.1 (s, 2 H) 6.9 (d4 
>=7.6, 2.5 Hz. 1 H) 7.0 (m. 2 H) 7.4 (dd, 4.0 Hz, 1 H) 7.8 (dd, J^.8, 
2.3 Hz, 1 H) 8.1 (d,>=9.1 Hz. 1 H) 8.1 (d. JS=8.6Hz, 1 H) 83 (d.>^.O Hz. 
1 H) 8.8 (m, 1 H) 9.4 (s, 1 IQ. (dKHs^ 






IR(KBr) - 
1701,1500.1458,1272.1205.1044,768 






M.P.:84»C - - - 




:i!-L4-(6-Methoxy-2-oxo-4H-benzo[dj[l .3]oxazii>1 -ylH>iperidin-1 -yl]-N-quinoiin-6-yl- 
acetamide. 


Ex. 
112 


1 


1H-NMR 

1.9 (d, >=12.1 Hz, 2 H) 2.5 (m. 2 H) 2.9 (qd, ^12.5, 4.0 Hz, 2 H) 3.1 (d, 
js=l 1.6 Hz, 2 H) 3.2 (s. 2 H) 3.8 (m. 4 H) 5.1 (s, 2 H) 6.7 (4>^.5 Hz, 1 H) 
6.9 (m, 1 H) 7.0 (d, J^. 1 Hz, 1 H) 7.4 (dd. >=8.3. 4.3 Hz, 1 H) 7.8 (dd, 
.^=9.1, 2.0 Hz, 1 H) 8.1 (d. >9.1 Hz, 1 H) 8.1 (d. J5=7.6 tts, 1 H) 8.4 (d. 
J^2.5 Hz, 1 H) 8.8 (tn, 1 H) 9.4 (s, 1 H). (CDOs-d) 




IR (KBr) 

3385,1701,1560, 1501,1459,1278.1215,1042 
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dGGianiidB 



0 

CCxV 



1H-NMR — 

1.9 (d, Ji.10.1 Hz, 2 H) 2.5 (m, 2 H) 2.9 (qd. J^12.5. 4.0 Hz. 2 H) 3.1 (d. 
./=1 1.6 Hz, 2 H) 3.3 (8. 2 H) 3.8 (m, 1 H) 5.1 (s. 2 H) 7.1 (8, 1 H) 7.1 (m. 2 
H) 7.4 (dd. 4.0 Hz, 1 H) 7.8 (dd. y^.l, 2.5 Hz, 1 H) 8.1 (d, J=9A 
Hz, 1 H) 8.2 (d, ^8.1 Hz, 1 H) 8.4 (d,>2.5 Hz, 1 H) 8.8 (d, J^ZS Hz, 1 
H)9.4(8,1H).(CDCI3^ ^ ^ 



IR (KBr) 

3410, 1718. 1604, 1527, 1497, 1379, 1199, 1043 



, M.K:8/'>C 

W6-nuoro-:i-oxo-4M-Den2oldJl'l .3Joxazln-1-yl).plperldln-1 -ylJ-N-(2-melhy|. 
benzothiazol-5-ylH>oetamide 



0 



1H-NMR 

1.9 (dd, ^12.4, 1.8 Hz, 2 H) 2.4 (td,^12.1. 2.0 Hz, 2 H) 2.8 (s, 3 H) 2.9 
(m, 2 H) 3.1 (d, y=12.1 Hz, 2 H) 3.2 (s, 2 H) 3.8 (qd, ^12.1. 3.8 Hz, 1 H) 
5.1 (s. 2 H) 6.9 (dd, J^7.6, 2.5 Hz, 1 H) 7.0 (m. 2 H) 7.5 (dd,/=8.6, 2.0 Hz. 
1 H) 7.8 (d. J5=8.6H2, 1 H) 8.3 (d. J^.0Hz. 1 H)93 (s, 1 H). (CDClj-d) 



IR (KBr) 

1701, 1501, 1459, 1271, 1206, 1045 



M.r.:99<c 

ji-l4-(b-Uhloro-:i-oxo4M-benzoldJI1.3Joxa2in-1-yl).plpendin-1-ylU 
benzothla2ol-5-yl)-acetamlde. ^ 



0 

V 



1H-NMR 

1.9 (d. .^1 1.6 Hz. 2 H) 2.5 (td, ^12.1. 2.5 Hz, 2 H) 2.8 (s, 3 H) 2.9 (qd, 
.^12.5, 4.0 Hz. 2 H) 3.1 (d, ^1 1.6 Hz, 2 H) 3.2 (s, 2 H) 3.8 (m, 1 H) 5 1 
(s, 2 H) 7.0 (s, 1 H) 7.1 (m. 2 H) 7.5 (dd, J^.6, 2.0 Hz, 1 H) 7.8 (d, J=S.6 
Hz, 1 H) 8.4 (s. 1 H) 93 (s. 1 H). (COard) 



I R (KBr) 

1718, 1605, 1509, 1465, 1379, 1292, 1200, 1043 
M.P. :97 "C — " 



ber)zothias>l-5-yt)-acetamlde 



0 



1H-NMR 

1.9 (d, ^1 1.6 Hz, 2 H) 2.5 (m, 2 H) 18 (s, 3 H) 2.9 (qd, .^12.5, 43 Hz, 2 
H)3.1 (d,^ll.l Hz,2H)3.2(s,2H)3.8(s.3H)3.8(ni. 1 H)5.1 (s,2H) 
6.7 (d, Jfe2.5 Hz. 1 H) 6.9 (m. 1 H) 7.0 (d, J^.l Hz, 1 H) 7.6 (dd, J=S.6. 
2.0 Hz, 1 H)7.8(d,^.6Hz, 1 H)83(d.>«.0Hz, 1 H)93(s. 1 H). 
(CDClj-d) 



TRlKBrJ 

1701, 1505, 1464, 1279, 1214, 1043 

M.P.: 91 "C 
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Ex. 
117 


N-(3-Dimethyiamino-phenylh2-(4r(2-oxo-4H-benzo[d][1 .9joxazin-i -yihpiperidin-l - 
yQ-aoetamide. 


CCAo 


1H-NMR 

1.9 (d, Jt-11.9 Hz, 2 H) 2.4 (t, J^ll.S Hz. 2 H) 2.9 (tq, J^12.4, 3.9 Hz, 
^ n) J A/ Q nj 0*1 ^u,«/^i 1./ fiz, z n/ ^s, z o.o ^in, i ix| ^.i 
(s, 2 H) 6.S (dd, 2.4 Hz, 1 H) 6.9 (d. J^7.9 Hz, 1 H) 7.1 (m, S H) 
7.4 (t, J^7.8 Hz, I H) 9.0 (s, 1 H) (COaj-^ 


IR (KBr) 

3410, 2913. 1719. 1686, 1528. 1498, 1466, 1287. 1203. 1048. 764 


M.P.: 148-153 "C 


Ex. 
118 


N-(4-Dimethylamino-phenyi)-2-[4-(2-oxo-4H-benzo[d][l ,3]oxazin-l -yl}-ptperidln-l - 
yQ-acetamide. 


1 


1H-NMR 

1 .9 (d, M13.7Hz,2 K) 2.4 (t, J=i2. 1 Hz, 2 H) 2.9 (m, 2 H) 2.9 (s, 6 H) 
3. 1 (d. /=1 1 .5 Hz. 2 H) 3.2 (s, 2 H) 3.8 (m, 1 H) 5. 1 (s, 2 H) 6.7 (m, 2 
H) 7.1 (m, 3 H) 7.4 (m, 1 H) 7.5 (m. 2 H) 8.9 (s, 1 H) (COaj-d) 


IR (KBr) 

3392. 1718. 1525, 1499, 1292. 1205. 1134. 1046. 813. 768. 753 


M.P.:128«'C 


Ex. 
119 


N-(3^Dimethylamino^phenyl)-244^&4nethyl-2-oxo-4H-benzo[cl][1 ,3]dxa^n-1 -yiy 
piperidin-1 -^-acetamide. 




1H-NMR 

2.0 (d, J=l 1.5 Hz, 2 H) 2.3 (t, .A=l 1.4 Hz, 2 H) 2.4 (s, 3 H) 2.9 (m, 2 H) 
3.0 (s, 6 H) 3.1 (nv 2 H) 3.1 (s, 2 H) 3.4 (m. I H) 5.0 (s. 2 H) 6.5 (m, 1 
H) 6.9 (d, J^.l Hz, 1 IQ 7.0 (m, 2 H) 7i (m. 3 H) 9.0 (s, 1 H) 
(COas-d) 


IR (KBr) 

3346, 1719, 1677, 1611, 1500, 1474, 1283, 1217. 1036, 775 


M.P.: 166 '*C 


Ex. 
120 


N-(4-Dimethylamino-p 
piperidin-1-yf|-acetaml 


henyl>>2-[4-(8-niethyl-2-oxo^H-benzo[d][1 .3]oxazin-l -yl)- 
de. 


1 


1H-NMR 

2.0 (d, ^1 1.9 Hz. 2 H) 2.3 (t,.^! 1.6 Hz, 2 H) 2.4 (s, 3 H) 2.9 (m. 2 H) 
2.9(s,6H)3.1(d,^11.7H2,2 H) 3.1 (s, 2 H) 3.4 (tt, J5=11.7, 3.7 Hz, 
1 H) 5.0 (s, 2 H) 6.7 (d, >=8.8 Hz, 2 H) 7.0 (m, 2 H) 7.2 (d, /-6.0 Hz, 1 
H) 7.5 (d, J^.O Hz. 2 H) 8.9 (s. 1 H) (CDClj-d) 


IR(KBr) 

3346. 1719, 1672, 1524, 1283, 1219, 1036, 813 


M.P.:i52"»C 
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I N-(is-uimetnyiamino-pnenyl)-i^44^eHTiethyl-2-oxo-4H4)en2d .Sloxazln-l-ylV- 
pipendin-l-yq-acetamide 




1H-NMR — 

i*^ ^^-^^ Hz, 2 H) 2.3 (s. 3 H) 2.4 (m, 2 H) 2.9 (m. 2 H) 3.0 (s. 6 
VU.i 1*^ "^"-^ Hz. 2 H) 3.2 (s, 2 H) 3.8 (m. 1 H) 5.1 (s. 2 H) 6.5 (s. 
1 H) 6.9 (d, J^19.0 Hz. 3 H) 7.2 (m, 3 H) 9.0 (s, 1 H) (CDClj-d) 



IR (KBr) 

3346, 1727, 1671, 1610, 1501, 1294, 1215, 1042, 806, 760 

M.K: 134-138 "C " — 



}imethyiamino-phen) 
I piperidin-1-yl]-acetamlde. 

I1H-NMR 



let 





IR (KBr) 

3278, 1719, 1523, 1509, 1214, 1045,811,763 
M.H.: 120 "C 



lamino-phenv 
lyQ-aoetamide. 



Ex. 
123 



6 



TO^WR • 

11 (t, J=lSi Hz, 6 H) 1.9 (d. ^123 Hz. 2 H) 2.4 (td, J^X 1.9, 2.0 Hz, 2 
15 2.9 (m. 2 H) 3.1 (d. J^l 1 .7 Hz, 2 H) 3.2 (s. 2 H) 3.3 (q, J5=7. 1 Hz, 4 
153.8 (m, 1 H) 5.1 (s, 2 H) 6.7 (d, J=9.0 Hz, 2 H) 7.1 (m, 3 H) 7.4 (d, 
J^.O Hz, 1 H) 7.4 (dL J^.O Hz, 2 H) 8.9 (8, 1 H) (CDard) 



IR (KBr) 

3338, 1720. 1677. 1523, 1499, 1261, 1203, 1049, 817, 753 



M.P.: 129 "C 



Ex. 
124 



ii-{i>-l4.(i>^xo^H-ber 
|acid methyl ester. 


•zoiajii.ajoxaan-i-yihpipendin-l-yjj-aceiylamlnol-benzoic 




"IH-NMR 

1 .9 (d, 1.7 Hz, 2 H) 2.4 (td, .A=l 1.6, 1 .8 Hz. 2 H) 3.0 (qd, J^12 4 
3.9 Hz, 2 H) 3.1 (d. J^l 1 .3 Hz. 2 H) 3.2 (s. 2 H) 4.0 (s, 3 H) 4.2 (qd, 
^12.3. 3.8 Hz. 1 H) 5.1 (8. 2 H) 7.1 (q. J^7.1 Hz, 2 H) 7.2 (t. J^.X 
Hz, 1 H) 7.3 (m, 1 H) 7.5 (d, J=%Ji Hz, 1 H) 7.5 (m, 1 H) 8.0 (dd. 1 
^8.0.1.6Hz,lH)8.8(n,,lH)12.Us.lH)(CDCl,^ 


3232, 1702. 1583. 1521. 1450. 1385, 1262, 1204. 1090, 1045. 772. 7491 


M.P.: 180 "C ■ 1 
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2-(2-[4-(B-Methyi- 2-oxo-4H-benzo[d][1 .3]oxazin-l-yl)-piperidin-l-yl]-aoetyiafnino}- 
benzoic add methyl ester. 


Ex. 
125 


• rS 

rVV 


1H-NMR 

1.9 (d, J='12.3 Hz. 2 H) 2.3 (t, js=12.7 Hz. 2 H) 2.4 (s, 3 H) 3.0 (m, 4 
H) 3.2 (s. 2 H) 3.4 (m, 1 H) 4.1 (s, 3 H) 5.0 (s, 2 H) 7.1 (m, 3 H) 7J 
(d. J=73 Hz, 1 H) 7.5 (m, 1 H) 8.0 (dd. /=8.0, 1 .7 Hz. 1 H) 8.8 (d, 
.^=8.4 Hz, 1 H) 1212 (s. 1 H) (CDQrd) 






IR (KBr) 

3202, 1727, 1705, 1508, 1449, 1270, 1215, 1089, 1033,765 






M.P.: 169 




N-(2-Methoxy-dibenzof uran-3-yih2-{4-(2-oxo-4H-benzo[d][1 .3]oxazin-1 -yl)- 
plperidiivl -yQ-acetamide hydrochloride 


Ex. 
126 


CQ.O 


1H-NMR 

2.1 (d, Jfe»13.9 Hz, 2 H) 2.4 (s, 3 H) 2.9 (m. 2 H) 3.3 (m, 2 H) 3.6 (d, 
.^=1 1.2 Hz, 2 H) 3.8 (m, 1 H) 4.0 (m, 3 H) 4.2 (s, 2 H) 5.1 (s, 2 H) 7.1 
(m, 2 H) 7.3 (d. ^7.5 Hz, 1 7.4 (t, Je=7.6 Hz, 1 H) 7.5 (t, J^l.S Hz, 
1 H) 7.7 (d,X.l Hz, 1 fiO 7.9 (s, 1 H) 8.1 (d, JMS.8 Hz, 1 H) 8.4 (s, 1 
H) 10.2 (s, 1 H) (DMSO-d6) 




IR (KBr) 

3423, 1701, 1678. 1534, 1474, 1200, 1 171, 103S, 760 






M.P.:Z72-C 




N-2-[4-(6-Chloro-2-oxo-4H-benzo[dJ[l .3]oxazin-l -ylH>iperidin-1 -yl]N-(2-methoxy> 
dibenzofuran-3-yl -acetamide hydrochloride 


Ex. 
127 




1H-NMR 

2.0 (d. ^12.6 Hz. 2 H) 2.9 (m. 2 H) 3.3 (m, 2 H) 3.5 (m, 1 H) 3.7 (d. 
>«10.1 Hz. 2 H) 4.0 (s, 3 H) 43 (8. 2 H) 5.2 (8, 2 H) 7.4 (m, 5 H) 7.7 
(d, >»8.1 Hz, 1 H) 7.9 (8, 1 H) 8.1 (d,>7.7 Hz, 1 H) 8.4 (8, 1 H) 10.2 
(s. 1 H) (DMS(>d6) 






IR(KBr) 

3422, 1701, 1541, 1459, 1299, 1196, 1166, 1036, 764 






M.P.:197«»C 



86 

BNSOOOID: <Wt >-. ■ 0 3de<asaA1. I > . 



wo 03/0S4952 



.4 

PCT/EP03/03629 



I ^-i^-i4-(6-Ghloro-;2-oxo-4M-benzoldJl1 .3Joxazin-1-yl)-plpendin-1-ylJ^ceiylamlnol- 
benzoic acid methyl ester 




TFPRBIR 

1.9 (d, Hz, 2 H) 2.5 (t,^l 1.4 Hz. 2 H) 2.9 (m, 2 H) 3.1 (d. 

J=l 1.5 Hz. 2 H) 3.2 (s, 2 H) 4.0 (s. 3 H) 4.2 (qd,^12.6. 3.9Hz, 1 H) 
5. 1 (s, 2 H) 7.1 (m. 2 H) 7.3 (m. 1 H) 7.4 (d. J=S.8 Hz. 1 H) 7.6 (m. 1 
H) 8.1 (dd..A=.7.9, 1.6 Hz. 1 H) 8.8(d, J^.4Hz, I H) 12.1 (s, 1 H) 

(cixnj-d) 



IRTTKBrJ 

1702, 1 508. 1448, 1259, 1201, 1090,756 
M.P.: 153 "C 



I benzoic acid methyl ester 

MH-NMR 




1.9 (d, /=11.4 Hz, 2 H) 2.3 (s, 3 H) 2.4 (m. 2 H) 2.9 (qd, 7=12.4. 3.8 

Hz. 2 H) 3.1 (d, J^l 1.4 Hz, 2 H) 3.2 (s. 2 H) 4.0 (s, 3 H) 4.2 (m. 1 H) 
5.0 (s, 2 H) 7.0 (s, 1 H) 7.1 (m, 2 H) 7.3 (d. 7=8.4 Hz, 1 H) 7.6 (t, 
7=7.0 Hz. 1 H) 8.1 (dd, 7^.1. 1.6 Hz, 1 H) 8.8 (m, 1 H) 12.1 (s. 1 H) 

(coaj-d) ' 

TRlKBrJ ■ 

1701, 1509, 1448, 1265. 1219, 1091. 756 

M.K: 153 "C 



. iloro2-oxo-4H-benzo[d][1 ,3]o}^n-i •yi>pif 
I o»ethylamino-phenyl>acetamide dihydrochloride 



Ex. 



Ex. 



1 ^'y'y^o 
Q 


1H-NMR 

1.0 (t. 7=7.0 Hz, 6 H) 2.0 (d, 7=13.7 Hz. 2 H) 2.9 (m, 2 H) 3.4 (m, 6 

° 2 H) 4.3 (m, 3 H) 5.2 (s, 2 H) 7.4 (s. 3 H) 7.8 (s. 
4 H) 10.3 (s, 1 H) 1 1.5 (s. 1 H) 125 (s, 1 H) PMSO^ 


IR (KBr) 

3427. 2980, 2423. 1708, 1515. 1494. 1373, 1317, 1297, 1200 1 


tucp: 1 


Z'V^ 7^ ?r^'^^°^"'°®'^®l**jt'^ .3joxazin-i-yl>.piperidin-1-ylJ- N-i4-IeihyW2- — 1 
hydroxy-ethyl)-amlno>phenyl}aoetamlde dihydrochloride 1 


o 

— jCrV 

1 ^ 


1H-NMR ■ 1 

1.0 (t. ^7.1 Hz, 3 H) 2.0 (d. 7=13.0 Hz. 2 H) 2.9 (m, 2 H) 3.4 (m, 2 1 
H) 3.5 (m. 6 H) 3.6 (d. J^l 1.9 Hz. 2 H) 4.2 (s, 2 H) 4 J (m. 1 H) 5 J 1 
(s, 2 H) 7.4 (s. 3 H) 7.6 (m, 4 H) 10.3 (s. 1 H) 1 1 .4 (s, 1 H) (DMSO- 1 
d6) 1 

IR (KBr) -1 


3392, 2958. 1701. 1515, 1493, 1376, 1316, 1201, 1039 I 


M.P. — 1 
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NH4HemyK^^hyc!roxy-ethyl)^amlnol-phenylJ-2-[4-(6HTielhyl-2-oxo4H- 
benzo[d][1.3]oxazin-1-yl)-piperidin-1-yq-aoetamidedihydrochloride 


Ex. 
132 


M 1 

J} 2Ha 


1H-NMR 

l.O (t.>=7.0Hz, 3 H) 2.0 (d. J^13.4 Hz, 2 H) 2.3 (s, 3 H) 2.9 (m, 2 H) 

H) 5.1 (s, 2 H) 7.1 (s, 1 H) 7.2 (d. J=%.\ Hz. 1 H) 7.3 (m. 1 H) 7.7 (ni.4 
H) 10.3 (s. 1 H) 1 1.4 (s. 1 H) (DMSO-d6) 




IR(KBr) 

3366,2983,2508, 1701, 1619, 1563, 1509, 1318, 1294, 1261. 1217, 
1039 






M.P.: 





N-(4-Diethyiamino-phenyl)-2-{4-(6-methyi-2-oxo-4H-benzo[d][l ,3]oxazin-l -yl)- 
piperidin-1-yi]-acetamide dihydrochtoride 


Ex. 
133 


^ 2Ha 


1H-NMR 

1.0 (t, J5=7.0 Hz, 6 H) 2.0 (d, J5=i2.i Hz. 2 H) 2 J (s, 3 H) 2.9 (m, 2 H) 
3.5 (m. 6 H) 3.6 (d, /=1 1.0 Hz, 2 H) 4.3 (m, 3 H) 5.1 (s, 2 H) 7.1 (s, 1 
H) 7.2 (d, ^.6 Hz, 1 H) 7 J (m, js=8.6 Hz, 1 H) 7.8 (m, 4 H) 10.3 (s, 
1 H) 1 1.4 (s, 1 H) 12.9 (s. 1 H) (DMSO-d6) 




IR(KBr) 

3423,2982, 1701, 1618. 1561. 1509, 1459. 1318. 1294, 1215, 1039 






M.P.: 




N-(4-uiethyiamlno-phenyi }-2-[4-(B-methyl-2-oxo-4H-benzo[d][1 ,3joxazin-i -yl)- , 

pipeiidin-1-y1]-aoetamjue ulhydrGchlcrida 


Ex. 
134 


^n'O^ o 
^ 2Ha 


1H-NMR 

1 .0 (t, JS-7,0 Hz. 6 H) 2. 1 (d. ^13.5 Hz. 2 H) 2.4 (s, 3 H) 2.9 (m, 2 H) 
3.3 (m, 4 H) 3.5 (m, 4 H) 3.8 (t, .^1 1 .6 Hz, 1 H) 4.2 (s, 2 H) 5.1 (s, 2 
H) 7.1 (m. 2 H) 7.3 {d,>=6.6 Hz. 1 H) 7.8 (s. 4 H) 10.2 (s. 1 H) 1 1.4 
(s, 1 H) 12.8 (8. 1 H) a>MSO-d6) 




IR (KBr) 

3412, 2804, 1693, 1622, 1577, 1519, 1473, 1382, 1289, 1261, 1224, 
1021 






M.P. . . ... 




N-{4-[ethyl-(2-hydroxy-«thyl>-arninoj-piienyl>-2-[4-(8-rnethyi-2-ox(>4H- 
benzo[d][1 .3]oxazin-1-yi)-piperidin-1-yl]-acetamide dihydrochloride 


Ex. 
135 


^ 2Ha 


1H-NMR 

1.0 (t, J=7.0 Hz. 3 H) 2.1 (d, >=12.5 Hz, 2 H) 2.4 (s, 3 H) 2.9 (m. 2 H) 
3.3 (m, 2 H) 3.6 (m, 9 H) 4.1 (s, 2 H) 5.1 (s, 2 H) 7.1 (m, 2 H) 7.3 (d, 
>=7.1 Hz, 1 H) 7.7(s.4H) 10.2(s, 1 H) 113 (s, 1 H)CDMSO^ 




IR(KBr> 

3387, 2983, 2624, 1701, 1566. 1515, 1383, 1320, 1281, 1219 




M.P.: 
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N-benzoli .3Jdioxoh-&-y 
aceiamide 


'"^•l^(2-oxo-4i-i-benzo[d][i ,3]oxazin-i -yi)-piperid{r>-i -yfl- 


Ex. 
136 


00*0 


1 1H»MMP " — 

1.9 (d. ./=13.4 Hz, 2 H) 2.4 (td. .^12.0. 2.0 Hz. 2 H) 2.9 (m, 2 H) 3.1 
(<*»*^-5Hz.2H)3.2(s,2H)3.8ftt.>'12.0 40Hz. t Rt^ w« 7m 

t^h 3 ^9 *^ * ^'^ ^.2 Hz. 1 H) 6.9 (m, 1 H) 7. 1 (m. 3 H) 7.4 (m. 2 
H)9.0(s.lH)(CDa3.d) 








IR (KBr) 

3417, 1719, 1686, 1542, 1491, 1241, 1204, 1034 






M.P.: 183.8 
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N-Benzo[i .3]dioxol-S-yi-l>-l4-(6-rnethyl-2-oxo-4H-benzo[djii .9]oxazin-i-yih 
piperidin-l-yQ-aoetamide 


Ex. 
137 




1H-NMR 

19(± J^lOA Uzl 2 H) 2.3 (s. 3 H) 2.4 (t ^1 1 .4 Hz, 2 H) 2.9 (q<L 
y=12.3, 4.1 Hz, 2 H) 3.1 (d. J^l 1.9 Hz, 2 H) 3.2 (s, 2 H) 3.8 (tt, 
J5=l 1.8, 3,7 Hz, 1 H) 5.1 (s, 2 H) 6.0 (s, 2 H) 6.8 (d, J^l Hz, 1 H) 
6.9 (m, 3 H) 7.1 (d, J^.9 Hz, 1 H) 7.3 (d. J^.O Hz, 1 H) 9.1 (s, 1 H) 
(CDCb-d) 


IR (KBr) 

3408. 1709, 1531, 1484, 121 1, 1029. 809 


M.P.: 123.0 


Ex. 
138 


N-Benzoti .3]dioxol-&-yl-i>-l4-(6-chioro-2-oxo-4H-benzo[d][i .3]oxazin-i-yi>- 
piperidin-l-yq-apetannide 




1H-NMR 

1 .9 (d, J^n.e Hz. 2 H) 2.4 (m, 2 H) 2.9 (qd, ^123, 3.7 Hz, 2 H) 3.1 
(d, .^=1 1 .5 Hz, 2 H) 3.2 (s, 2 H) 3.8 (tt, J^X 1.9. 3.8 Hz, 1 H) 5.1 (s, 2 
H) 6.0 (s, 2 H) 6.8 (d, Js=8.2 Hz, 1 H) 6.9 (m, 1 H) 7.0 (d, J^.6 Hz, 1 
H) 7.2 (d. .^2.4 He, 1 H) 7 J (m. 2 H) 9.0 (s, 1 H) (CDQr^ 




IR(KBr) 

3300. 1719, 1686, 1529. 1490, 1241, 1199, 1035 


M.P.: 185.7-187.3 


Ex 
139 


N-Ben20[1 ,3ldioxol.S-yl-2-f4.(8-methyl-2-ox«>4H-benzold][1 .SJoxazln-l-yl)- 
piperidin-l •yi]-acetamide 




1H-NMR 

2.0 (d, ./=13.0 Hz, 2 H) 2.3 (m, 2 H) 2.4 (s, 3 H) 2.9 (qd, >"12.2, 3.6 
Hz, 2 H) 3.1 (d. J=a.A Hz, 2 H) 3.1 (s, 2 H) 3.4 (tt, J5=l 1.7, 3.7 Hz, 1 
H) 5.0 (s, 2 IQ 6.0 (s. 2 H) 6.8 (d, J!=8.2 Hz, 1 H) 6.9 (m, 1 H) 7.0 (m. 
2 H) 7.2 (d..^l.l Hz, 1 H) 7.4 (d,>2.2 Hz. 1 H) 9.0 (s, 1 H) 
(CDCM) 


IR (KBr) 

3316. 171 1, 1686. 1534. 1490, 1242. 1212. 1033 


M.P.: 173.5 


Ex. 
140 


NT{4-lethyl-(2-hydroxy-e 
yl)-plf>eridin-1 -ylj-acetan 


(h^)-amino]-phenyi}-ZH4^2KxxoT4H-benzo[d][l,3]oxazin-i- 
lide dihydrochlorfele 


O 2HCI 


1H-NMR 

1 .0 (t, J=lSi Hz, 3 H) 2.0 (d. J5=13.4 Hz, 2 2.9 (m, 2 H) 3.5 (m, 9 
H) 4.2 (s, 2 H) 4J (m, 1 H) 5.2 (s, 2 H) 7.1 (m, 1 H) 73 (d, J=n3 Hz, 
1 H) 7.4 (s, 2 H) 7.7 (m, 4 H) 10.3 (s, 1 H) 1 1.5 (s, 1 H) (DMSO-d6) 


IR (KBr) 

3342, 2943, 2501. 1702. 1515, 1467, 1316, 1260. 1204. 1043, 770 


M.P.: 
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aimethyiamino-phenyl>-acetamide dihydrochioride 


Ex. 
141 




1 H-NMR • — 

2.0 (d. ^12.6 Hz. 2 H) 2.9 (m, 2 H) 3.0 (s, 6 H) 3.4 (d, ^1 1.9 Hz. 2 
H) 3.6 (m, 2 H) 4 J (s. 2 H) 4 J (m, 1 H) 5.2 (s, 2 H) 7.4 (m. 4 H) 7.6 
(m, 3 H) 10.2 (s. 1 H) 1 1.1 (s. 1 H) (DMSCM6) 




IR (KBr) 

3448.2958, 2400, 1716. 1701, 1518, 1495, 1200 






TCTPH 



Example 142: 



N-(9-Hydroxy-9H-fluoren-3-yl>.2-t4-(4-methyl-2-oxo-4H-ben20[d][1,3]oxa2ln-1-yl^ 
piperidin-1 -yq-acetamlde. 

Example 143: 

N-(9-Ethyl-9HK»rbazol-3-yl>.2-[4-(4-methyl-2-oxo^H-berizo(d][1.3Joxazln^ 
piperidin-1 -^-acetamide. 

Example 144: 

244-(4-MethyI-2-oxo^H-ben2o[<fl[1.3]oxazin-1-yl>piperWln-1-yq.N-(4-^ 
phenyl>>acetamide. 

Example 145: 

2-{2-[4-(2-Oxo-4H-benzo[d][1 ,3]oxazln-1-yl)-plperidin-1-yl]^cetamlnohbenzolc acid. 
Example 146: 



H1-[2K6-Fluoro-2-methyl-3,4Klihydro-2H-quinollne-1-yl>.2-oxo-ethyl]-pipen^ 
1 ,4-dihydro-benzo(dl[1 .3]oxazin-2-one. 



Example 147: 
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6-ChlorD-1 -{1 -[2-(6-fluoro-2-methyl-3,4-d jhydro-2H-qulnollne-1 -yl)-2-oxo-ethyl]- 
plperidin-4-yl}-1 .4-dlhydro-benzo[d]I1 ,31oxazln-2-one. 

Example 148: 

1 -{1 -|2-(6-Fluoro-2-methyl-3,4-dihydrD-2H-quinoline-1 -yl)-2-oxo-ethyl]-plperldin-4-yl>- 
6-m©thyl-1 ,4-dlhydro-benzp[d][1 ,3]oxazin-2-one. 

Example 149: 

1-{1-£2-(6-Fluoro-2-methyl-3,4<!ihydro-2H-qulnollne-1-yl)-2-oxo-ethyl]-piperidln^^ 
8-methyl-1 ,4-dihydro-benzo[d][1 ,3]oxazin-2-one. 

Example 150: 

H1H2-(6-Methoxy-2.2.4-trimethyl-3.4HJihydro-2H-<iuIndine-1-yl)-2-oxo^thyq- 
piperidin^yl}-1 ,4-dihydro-benzQ[d][1 .3]oxazin-2-one. 

Example 151: 

6-Chloix)-1 -{1 -[2-(6-methoxy-2,2,4-trimethyl-3,4-dihydro-2H-quinoline-1 -yl)-2-<)x^ 
ethyl]-piperidin-4-yl}-1 ,4-dihydro-benzo[d][1 ,3]oxazin-2-one. 

Example 152: 

1^1-[2-(6-Methoxy-2,2.4-trimethyl-3,4Kllhydro-2H-Kiulndine-1-yl)-2-oxo-ethyn- 
piperldin-4-yl}-8-methyl-1,4-dihydrc}-benzo[d][1.3]oxazin-2-one. 

Example 153: 

1 -{1 -[2-(6-Methoxy-2,2.4-trimethyl-3,4-dlhydro-2H-quinollne-1 -yl)-2rOXO-ethyl]- 
piperidin-4-yi}-6-nnethyl-1.4-dihydro-benzo[d][1.3]oxazin-2-one. 



wo 03/084952 PCT/EP03/03629 

Example 154: 

N-(9-Hydroxy-9H-fIuoi«n-3-yl)-2-[4-(2H>xo-7-trmuorrnethyl-4H^ 
yi)-piperidin-1.yq^cetamide. 

Example 155: 

N-(9HH»rbazol-3-yl)-2-[4-(2-oxo-7-trffluormethyl-4H-benzo[d][1,3]oxa2in-1-yl)- 
plperidln-1 -ylj-acetamide. 

Example 156: 

2-I4-(2<)xo-7-trmuormethyl-4H-ben2o[d][1.3Joxa2in-1-yf)-plperldln-1.^^ 
phenoxy-phenyl)-acetamlde. 

Example 157: 

NK9-Emyl-9H-carba2a)l-3-yl)-2^4K2K)xo-7-trifluomTOthyl-4H-benzoIdH1^ 
yl)-piperidin-1-yl]-acetamlde. 

Example 158: 

2-4-(67-Dlfluorc)-2K)xo-4H-benzo[d](1,3]oxazin-1-yl>piperidin.1-yQ.N-(^ 
fluoren-3-yl)-acetamlde. 

Example 159: 

N-(9H-cart)a2ol-3-yl)-2-(4-(6.7-dlfluoro-2-oxo-4H-benzo[d][1 ,3]oxa2ln-1-yl).plperidin- 
l-yQ-acetamide. 
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Example 160: 

2-4-(6,7-Dlfluoro-2-oxo-4H-benzo[d][1 .3]oxazin-1-yl)-piperidin-1 -yIJ-N-(4-phenoxy- 
phenyl)-acetamide. 

Example 161: 

2-4-(67-Dmuoro-2-oxo-4H-benzo[d][1.3]oxazin-1-yl)-piperidin-1-yq^N-(9-ethyl-9H- 
carbazol-3-yl)-acetamide. 

Example 162: 

244-<4-Methyl-2-oxo-4H-ben2o[d][1 ,3]oxazin-1 -yl)-piperidin-1 -yl]-N-(9-oxo-9H- 
fluoren-3-yl)-acetarnide. 

Example 163: 

2-[4-(6-Chioro-2-oxo-4H-benzo[d][1 .3]oxazin-1 -yl)-piperidin-1 -yq-N-(3-dimethylamino- 
phenyl)-acetamide. 
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Example of formula per tablet: 



Compound according to Example 18 5 mg 

Lactose 60 mg 

Crystalline cellulose 25 mg 

Povidone K 90 5 mg 

Pregelanitlzed starch 3 mg 

Colloidal silica dioxide 1 mg 

Magnesium stearate 1 mg 

Total weight per tablet 100 mg 



The above mentioned ingredients were mixed and compressed into a tablet by 
conventional methods l(nown to those skilled in the art 
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(a) 

According to methods I and III Neuropeptide Y5 and Y2 Binding of the benzoxazine- 
derived compounds of general formula (i) has been determined. Some of the values 
are given in the following table 1 . 

Table 1: 



compound according to 
Example 


Neuropeptide Y, Binding 


Neuropepude y. Binding 




BIBP3226saL 
Rat cortex 


l'^IJ-PYY,3.36) 

Rat hypoccarnpus 




K,(nM) 


Ki(nM) 








3 


6.4 


>1000 


4 


7.3 


> 1000 


5 


8.3 


>1000 


6 


18.4 


>1000 


18 


3.4 


>1000 


20 


0.87 


> 1000 



BNSDOCIO: <W O' . 0 30B485aAl I > 



96 



wo 03/084952 



PCT/EP03/03629 



(b) 

According to method II Neuropeptide Yg Binding of the benzoxazlne-derived 
compounds of general fbmiula (I) has t>een detemfiined. Some of the values are 
given in the following table 2. 

Table 2: 



Compound according to 
Example 


Neuropeptide Y, Binding 




Ys Rat Recombinant 
Receptor Cell C6 




ic;5o(nM) 






107 


23.5 


111 


7.1 


112 


41.8 


114 


40./ 


116 


10^.0 



.030e4e52Al I > 
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According to the nocturnal feeding test described above, the effects of the 
benzoxazine-derived compounds of general formula (t) according to the present 
inverition on food intake has been determined. Some of the results are given in the 
following table 3. 

Table 3: 



Compound according to 
Example 


Dose (mg/kg) 
i.p. administration 


Eftect 


20 


40 


Decreases food intake and 
reduces body weight of 
treated animals vs. control 
group 


18 


40 


Decreases food Intake and 
reduces body weight of 
treated animals vs. control ^ 
group 


35 


20 


Decreases food intake and 
reduces body weight of 
treated animals vs. control 
group 
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A ben^xazinone-deiived compound of general fonnula (I) 



R« 




O 



(I) 

wherein 

R\ R2, R^ R* are each independently selected from the group consisting of 
hydrogen, halogen, an unbranched or branched, saturated or unsaturated, 
optionally at least mono-substituted aliphatic radical, a saturated or 
unsaturated, optionally at least mono-substituted, optionally at least one 
heteroatom as ring member containing cycloaliphatic radical, which may be 
bonded via an optionally at least mono-substituted alkylene group and/or may 
be condensed with an optionally at least nwno-substltuted mono- or polycydlc 
ring-system, an optionally at least mono-substituted aryl- or heteroaryl radical, 
which may be bonded via an optionally at least mono-substituted alkylene 
group and/or may be condensed with an optionally at least mono-substituted 
mono- or polycyclic ringsystem, a nitro, cyano. -OR". -OC(=0)R^', -SR^^, 
-SOR^^ -SOaR^ -NH-S02R^^ -SO2NH2 and -NR15R16 moiety. 
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represents hydrogen, an unbranched or branched, saturated or 
unsaturated, optionally at least mono-substituted aliphatic radical or a 
saturated or unsaturated, optionally at least mono-substituted, optionally at 
least one heteroatom as ring member containing cycloaliphatic radical. 

R^. R^. R®. R^ are each Independentiy selected from the group consisting of 
hydrogen, an unbranched or branched, saturated or unsaturated, optionally at 
least mono-substituted aliphatic radical, a saturated or unsaturated, optionally 
at least mono-substituted, optionally at least one heteroatom as ring member 
containing cycloaliphatic radical, a cyano and a COOR'*^ moiety. 

A represents a bridge member -CHR^®- or -CHR^®-CH2-. 

R^^ represents hydrogen, an unbranched or branched, saturated or 
unsaturated, optionally at least mono-substituted aliphatic radical, a saturated 
or unsaturated, optionally at least mono-substituted, optionally at least one 
heteroatom as ring member containing cycloaliphatic radical or an optionally at 
least mono^substituted aryl- or heteroaryl radical, which may be bonded via an 
optionally at least mono-substituted alkyiene group and/or may be condensed 
with an optionally at least mono-substituted mono- or polycyclic ring-system. 

R^^ represents an unbranched or branched, saturated or unsaturated, 
optionally at least mono-substituted aliphatic radical, a saturated or 
unsaturated, optionally at least mono-substituted, optionally at least one 
heteroatom as ring member containing cycloaliphatic radical, which may be 
t>onded via an optionally at least mono-substituted alkyiene group and/or may 
be condensed with an optionally at least mono-substituted mono- or polycyclic 
ringsystem. or an optionally at least mono substituted aryl- or heteroaryl 
radical, which may be bonded via an optionally at least mono-substituted 
alkyiene group and/or may be condensed with an optionally at least mono- 
substituted mono- or polycyclic ringsystem. or 
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R^** and R^^ together with the bridging nitrogen atom fonn an optionally at least 
mono-sul)stltuted, saturated, unsaturated or aromatic heterocyclic ring that 
may contein at least one further heteroatom as a ring iTtemt)er and/or may be 
condensed with an optionally at least mono-substituted mono- or polycyclic 
ringsystem. 

R^^ represents hydrogen, an unbranched or branched, saturated or 
unsaturated, optionally at least mono-substituted aliphatic radical, a saturated 
or unsaturated, optionally at teast mono-substituted, optionally at least one 
heteroatom as ring member containing cydoallphatic radical, which may be 
bonded via an optionally at least mono-substituted alkyiene group and/or may 
be condensed with an optionally at least mono-substituted mono- or poiycydic 
ring-system, or an optionally at least mono-substituted aryl- or heteroaryi 
radical, which may be bonded via an optional^ at least mono-substituted 
alkyiene group and/or may be condensed with an optionaliy at least mono- 
substituted mono- or polycyclic ring-system, 

R^^ represente hydrogen, an unbranched or branched, saturated or 
unsaturated, optionally at least mono-substituted aliphatic radical, a saturated 
or unsaturated, optionally at least mono-substituted, optionally at least one 
heteroatom as ring member containing cydoallphatic radical, which may be 
bonded via an optionally at least mono-substituted alkyiene group and/or may 
be condensed with an optionally at least mono-substituted mono- or polycydfc 
ring-system, or an optionally at least mono-substituted aryl- or heteroaryi 
radical, which may be bonded via an opttonally at least mono-substituted 
alkyiene group and/or may be condensed with an opttonally at least mono- 
substituted mono- or poiycydic ring-system. 

R^* represente an unbranched or branched, saturated or unsaturated, 
optionally at least mono-substituted aliphatic radtoal, a saturated or 
unsaturated, optionally at least mono-substituted, optionally at least one 
heteroatom as ring member containing cydoallphatic radical, which may be 
bonded via an optionally at least mono-substituted alkyiene group and/or may 
be condensed with an optionally at least mono-substituted mono- or poiycydic 
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ring-system, or an optionally at least mono-substituted aryl- or heteroaryi 
radical, which may be bonded via an optionally at least mono-substituted 
alkylene group and/or may be condensed with an optionally at least mono- 
substjtuted mono- or poiycycllc ring-system, 

R^^ and R^^ each are independently selected from the group consisting of 
hydrogen, an unbranched or branched, saturated or unsaturated, optionally at 
least mono-substituted aliphatic radical, a saturated or unsaturated, optionally 
at least mono-substituted, optionally at least one heteroatom as ring member 
containing cycloaliphatic radical, which may be bonded via an optionally at 
least mono-substituted alkylene group and/or may be condensed with an 
optionally at least mono-substituted mono- or F>olycycitc ring-system, or an 
optionally at least mono-substituted aryl- or heteroaryi radical, which may be 
bonded via an optionally at least mono-substituted alkylene group and/or may 
be condensed with an optionally at least mono-substituted mono* or polycyclic 
ring-system, 

or R^^ and R^® together with the bridging nitrogen atom form a saturated, 
unsaturated or aromatic heterocyclic ring, which may be at least mono- 
substituted and/or contain at least one further heteroatom as a ring member, 

R^^ represents hydrogen, an unbranched or branched, saturated or 
unsaturated, optionally at least mono-substituted aliphatic radical, a saturated 
or unsaturated, optionally at least mono-substituted, optionally at least one 
heteroatom as ring member containing cycloaliphatic radical or an optionally at 
least mono-substituted aryl- or heteroaryi radical, which may be bonded via an 
optionally at least morio-substituted alkylene group and/or may be condensed 
with an optionally at least mono-substituted mono- or polycyclic ring-system, 

R^® represents hydrogen, an unbranched or branched, saturated or 
unsaturated, optk>nally at least mono-substituted aliphatic radical, a saturated 
or unsaturated, optionally at least mono-substituted, opttonally at least one 
heteroatom as ring member containing cycloaliphatic radical or an opttonally at 
least mono-substituted aryl- or heteroaryi radical, which may be bonded via an 
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optionally at least mono-substituted ailcylene group and/or may be condensed 
with an optionally at least mono-substituted mono- or polycyclic ring-system. 



optionally in fomn of one of its stereoteomers, preferably enantiomers or 
diastereomers. its racemate or In form of a mixture of at least two of its 
stereoisomers, preferably enantiomers or diastereomers. in any mixing ratio, 
or a physiologically acceptable salt thereof, or a solvate, respectiveiy. 

Compounds according to claim 1 . characterized in that R\ R^, R\ R* are each 
independentiy selected from the group consisting of H, F. CI. Br. an 
unbranched or branched, saturated or unsaturated, optionally at least mono- 
substituted Ci^-aliphatic radical, a saturated or unsaturated, optionally at least 
mono-substituted, optionally at least one heteroatom as ring member 
containing Ca«-cycloaliphatic radical, which may be bonded via an optionally 
at least mono-substituted Ci^lkyiene group and/or may be condensed witti 
an optionally at least mono-substituted mono- or polycyclic ring-system, an 
optionally at least mono-sut>stituted. 5- or 6-membered aryl- or heteroaryl 
radical, which may be bonded via an optionally at least mono-substituted Ci^- 
alkylene group and/or may be condensed witii an optionally at least mono- 
substituted mono- or polycyclic ringsystem. a nitro, cyano. -OR^^ -OC(=0)R". 
-SR^*. -SOR^^ -NH-SOzR^*. -SO2NH2 and -NR«R^« moiety. 

R* represents hydrogen, an unbranched or branched, saturated or 
unsaturated, optionally at least mono-substituted Ci^liphatic radical or a 
saturated or unsaturated, optionally at least nKmo-substituted. optionally at 
least one heteroatom as ring member containing C3.8-cycloaliphatic radical. 

R®. R^. R®. R* are each independentiy selected from the group consisting of 
hydrogen, an unbranched or branched, saturated or unsaturated, optionally at 
least mono-substituted Ci^liphatic radical, a saturated or unsaturated, 
optionally at least mono-substituted, optionally at least one heteroatom as ring 
member containing Cg^-cycloallphatic radical, a cyano and COOR^^ moiety. 
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A represents a bridge member -CHR^®- or -CHR^®-CH2-. 



R^^ represents hydrogen, an unbranched or branched, saturated or 
unsaturated, optionally at least mono-substituted Ci^aliphatic radical, a 
saturated or unsaturated, optionally at least mono-substituted, optionally at 
least one heteroatom as ring member containing Ca^ycloaliphatic radical or 
an optionally at least mono-substituted, 5- or 6-membered aryl- or heteroaryl 
radical, which may be bonded via an optionally at least mono-substituted 
alkylene gnDup and/or may be condensed with an optionally at least mono- 
substituted mono- or polycyclic ring-system, 

R'*'' represents an unbranched or branched, saturated or unsaturated, 
optionally at least mono-substituted Ci^-aliphatic radical, a saturated or 
unsaturated, optionally at least mono-substituted, optionally at least one 
heteroatom as ring member containing Ca^cydoaliphatic radical, which may 
be bonded via an optionally at least mono-substituted Ci^lkylene group 
and/or may be condensed with an optionally at least mono-substituted mono- 
or polycyclic ringsystem or an optionally at least mono substituted 5- or 6- 
membered aryl- or heteroaryl radical, which may be bonded via an optionally 
at least mono-substituted Ci^lkylene group and/or may be condensed with 
an optionally at least mono-substituted mono- or polycyclic ringsystem, or 

R^^ and R^'' together with the bridging nitrogen atom form an optionally at least 
mono-substituted, saturated, unsaturated or aromatic, 5- or 6-membered 
heterocyclic ring, which may contain at least one further heteroatom as a ring 
member and/or be condensed with an optionally at least mono-substituted 
mono- or polycyclic ringsystem. 

R^^ represents hydrogen, an unbranched or branched, saturated or 
unsaturated, optionally at least mono-substituted Ci^aliphatlc radical, a 
saturated or unsaturated, optionally at least mono-substituted, optionally at 
least one heteroatom as ring member containing Ca^cydoaliphatic radical, 
which may be bonded via an optionally at least mono-substituted Ci^alkylene 
group and/or may be condensed with an optionally at least mono-substituted 
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mono- or polycyclic ring-system, or an optionally at least mono-substituted. 5- 
or 6-membered aryl- or heteroaryl radical, which may be bonded via an 
optionally at least mono-substituted Ci^alkylene group and/or may be 
condensed with an optionally at least mono-substituted mono- or polycyclic 
ring-system. 

R^^ represents hydrogen, an unbranched or branched, saturated or 
unsaturated, optionally at least mono-substituted Ci^liphatic radical, a 
saturated or unsaturated, optionally at least nK>no-substltuted. optionally at 
least one heteroatom as ring member containing Cs^ydoaliphatlc radical, 
which may be bonded via an optionally at least mono-substituted Ci^lkylene 
group and/or may be condensed with an optionally at least mono-substituted 
mono- or polycyclic ring-system, or an optionally at least mono-substituted. 5- 
or 6-membered aryl- or heteroaryl radical, which may be bonded via an 
optionally at least nuMio-substltuted Ci^lkylene group and/or may be 
condensed with an optionaUy at least mono-substituted mono- or polycyclic 
ring-system. 

R^* represents an unbranched or branched, saturated or unsaturated, 
optionally at least mono-substituted Ci^liphatlc radical, a saturated or 
unsaturated, optionally at least mono-substituted, optionally at least one 
heteroatom as ring member containing C»«-cycloallphatic radical, which may 
be bonded via an optionally at least mono-subsfituted Ci^kylene group 
and/or may be condensed with an optionally at least mono-substituted mono- 
or polyc^ic ring-system, or an optionally at least mono-substituted. 5- or 6- 
membered aryl- or heteroaryl radical, which may be bonded via an optionally 
at least mono-substituted Ci^lkylene group and/or may be condensed with 
an optionally at least mono-substituted mono- or polycyclic ring-system. 

R" and R^* each are independently selected from the group consisting of 
hydrogen, an unbranched or branched, saturated or unsaturated, optionally at 
least mono-substituted Ci^aliphatic radical, a saturated or unsaturated, 
optionally at least mono-substituted, optionally at least one heteroatom as ring 
member containing Cg^ycloaliphatic radical, which may be bonded via an 
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Optionally at least mono-substituted C^^alkyiene group and/or may be 
condensed with an optionally at least nrwno-substituted mono- or polycyclic 
ring-system, or an optionally at least mono-substituted, 5- or 6-membered aryl- 
or heteroaryl radical, which may be bonded via an optionally at least mono- 
substituted Ci^alkylene group and/or may be condensed with an optionally at 
least morK>-substituted mono- or polycyclic ring-system, 

or R^^ and R^^ together with the bridging nitrogen atom fomi a saturated, 
unsaturated or aromatic, 5- or 6-membered heterocyclic ring, which may be at 
least mono-substituted and/or contain at least one further heteroatom as a ring 
member, 

represents hydrogen, an unbranched or branched, saturated or 
unsaturated, optionally at least mono-substituted Ci^liphatic radical, a 
saturated or unsaturated, optionally at least mono-substituted, optionally at 
least one heteroatom as ring merriber containing Cs-e-cydoaliphatic radical or 
an optionally at least mono-substituted, 5- or 6- membered aiyl- or heteroaryl 
radical, which may be bonded via ah optionally at least mono-substituted 
alkylene group and/or may be condensed with an optionally at least mono- 
substituted mono- or polycyclic ring-system, 

R**® represents hydrogen, an unbranched or branched, saturated or 
unsaturated, optionally at least mono-substituted Ci^liphatic radical, a 
saturated or unsaturated, optionally at least mono-substituted, optionally at 
least one heteroatom as ring member containing Cai^ydoaliphatic radical or 
an optionally at least mono-substituted. 5- or 6^membered arylf^ or heteroaryl 
radical, which may be bonded via an optionally at least mono-substituted 
alkylene group and/or may be condensed with an optionally at least mono- 
substituted mono- or polycydte ring-system. 
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Compounds according to daim 1 or 2, characterized in that R\ R^, r3, are 
each independently selected from the group consisting of H, F, CI, Br, a 
saturated, branched or unbranched, optionally at least mono-substituted Ci^ 
aliphatic radical, a saturated, optionally at least mono-substituted, optionally at 
least one heteroatom as ring member containing Cg- or Cg- cycloallphatic 
radical, which may be bonded via an optionally at least mono-substituted C,- 
or Ca-alkylene group, a nitro, cyano. -OR^^ -0C(=0)R^3^ ^pi4 .imr^^ri® 
moiety, preferably selected from the group consisting of H, F, CI, CH3. 
CH2CH3, CF3, CF2CF3. cydopentyl, cydohexyl. nitro, cyano and -OR^*. 

Compounds according to any one of daims 1 to 3, characterized in that R* 
represents H or a branched or unbranched Ci^lkyl radical, preferably H. CH3 
orCHzCHa- 

Compounds according to any one of claims 1 to 4. charaderized in that R«, R^ 
R*. R" are each independently seleded from the group consisting of H, a 
branched or unbranched Ci^-alkyl radical, cyano and a COOR" group 
preferably from the group consisting of H. CH3, CH2CH3 and cyano. 

Compounds according to any one of daims 1 to 5, charaderized in that R^° 
represents hydrogen or a branched or unbranched Ci^-aikyl radical. 

Compounds according to any one of daims 1 to 6. charaderized in that R" is 
seleded from the group consisting of unsubstituted phenyl, phenyl optionally 
at least mono-substituted with a branched or unbranched Ci.4-alkyl-radlcal. a 
branched or unbranched Ci^-alkoxy-radical, a branched or unbranched C^- 
perfluoroalkyl-radical. a branched or unbranched Ci.4-perfluoroalkoxy-radical. 
F, CI, Br, cydohexyl, phenyl, phenoxy, phenylthio. benzoyl, cyano. 
-C(=0)Ci.2-alkyl. -C(=0)0Ci.2-alkyl. carboxy, -CH(OH)(phenyl), -NR^R^ 
wherein R^, R^ are each independently seleded from the group consisting of 
H, a branched or unbranched Ci^-alkyl-radical, -CH2-CH2-OH and an 
unsubstituted phenyl radical. 
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an unsubstituted thiazole radical. 



a group of general formula (A) 




(A). 



wherein 
n Is 1 or 2. 

X represents CH or N, 

Y represents CHa. O, N-R<^. CH-OH or C(=0), 

Is H or a branched or unbranched Ci^-alkyl radical, 
a group of formula (B), 




(B) 
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(C) 

a group of general formula (D), 




(D) 



wherein Rq is H or a branched or unbranched Ci^-aikyl radical 
and a group of general formula (E), 




(E) 



wherein 

represents H, a branched or unbranched Ci^-alkyl radical or a branched or 
unbranched Ci^-alkoxy radical, 

W represents a bond between the two aromatic rings, CH2, CH-OH or C(=0), 
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2 represents CH2, O, S. CH-OH, C(=0) or N-R^ where represents H or a 
branched or unbranched Ci^-atkyl-radicai. 



8. Compounds according to any one of claims 1 to 5, characterized in that R'*'^ 
and R^^ together with the bridging nitrogen atom form a saturated. 6- 
membered heterocyclic ring, which is at least mono-substituted with a methyl 
radical arid/or condensed with an unsubstituted or at feast riiono-substituted 
phenyl- or cyclohexyi-radical. said phenyl- or cyclohexyt-radical preferably 
being at least mono-substituted with F and/or OCH3. 

9. Compounds according to any one of claims 1 to 8. characterized in that R^^ 
represents H, a Ci-4-allcyl radical, cydohexyl or a phenyl radical, preferably H. 
CH3, C2H5 or phenyl. 

10. Compounds according to any one of claims 1 to 9, characterized in that R^^ 
represents H, a Ci-4-alk^ radical, cydohexyl or a phenyl radical, preferably H, 
CH3, C2H5 or phenyl. 

1 1 . Compounds according to any one of daims 1 to 1 0. characterized in that R^'^ 
represents H, a Ci-4-alkyl radical, cydohexyl or a phenyl radical, preferably H. 
CH3. C2H5 or phenyl. 

1 2. Compounds according to any one of daims 1 to 1 1 , characterized in that R^® 
and R^^ are each Independently selected from the group consisting of H. a 
Ci-4-alkyl radical, cydohexyl and a phen^ radical, preferably selected from the 
group consisting of H. CH3, CaHs and phenyl. 

13. Compounds according to any one of daims 1 to 12, characterized in that R^^ 
represents H. a Ci-4-alkyl radical, cydohexyl or a phenyl radical, preferably H. 
CH3. CaHs or phenyl. 
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14. Compounds according to any one of claims 1 to 13, characterized In that R^* 
represents H, a Ci-4-alkyl radical or a phenyl radical, preferably H, CH3 or 
phenyl. 



1 5. Compounds according to any one of claims 1 to 14, characterized in that at 
least two of the residues R^, R*. R3, r*, preferably R* and R^ do not represent 
hydrogen. 

16. Compounds according to any one of claims 1 to 15. characterized in that R« is 
CH3 or C2H5. 

1 7. Compounds according to one or more of claims 1 to 1 6: 



[1] 2-(4-(2-oxo-4H-ben2o(dl[1.3]oxazin-1-yl)-piperidln-1-yl]-N-(9-oxo-9H- 
fluoren-2-yl)-acetamide. 

P] 2-[4-(2-oxo-4H-benzo(dI[1 ,3]oxazin-1-yl>i>iperidin-1-yl]-N-(9-oxo-9H- 
fIuoren-3-yl)-acetamide). 

13] 2-(4-(2-oxo-4H-benzo[d][1 ,3]oxazln-1 -yl)-piperidln-1-yIl-N-(9-oxo-9H- 
fluoren-3-yl)-acetamide hydrochloride. 

(4J N-(4-benzoyl-phenyl)-2-[4-(2-oxo-4H-ben2o(dJ[1,3]oxazin-1-yl)- 
piperidin-l-yQ. acetamide. 

[5] N-(4-benzoyl-phenyl)-2-[4-(2-oxo-4H-benzo[d][1 ,3]oxazin-1-yl)- 
piperidin-l -yQ- acetamide hydrochloride. 

[6] 2-[4-(2-oxo-4H-benzo[d][1 .3]oxazln-1-yl)-piperidln-1-ylJ-N-(5-oxo- 
5,6.7.8-tetrahidro-naphthalene-2-yi>-acetamide hydrochloride. 

[7] 2-(4-(2-oxo-4H-ben20(dJ(1 .3Joxazin-1-yl)-piperidln-1-ya-N-(9-oxo-9H- 
fluoren-4-yl)-acetamide hydrochloride. 
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[8] N-(3-benzoyl-phenyl)-2-[4-(2-oxo-4H-benzoIdlI1i31oxa2in-1-yl)- 
piperidin-l-yQ- acetamide hydrochloride. 



[9] 2-[4-(2-oxo-4H-benzo[d][1 ,3]oxazini-1 -yl)-piperidin-1 -yq-N-<1 -oxo-indan- 
5-yl)-acetamide, 

[10] 2-[4-(2-oxo-4H-benzo[d][1 .3]oxazin-1-yl>-plperidin-1-yq-N-(1-oxo-indan- 
.5-yl)-acetamide hydrochloride, 

[1 1] N-lndan-5-yl-2-[4-(2-oxo-4H-benzo[d][1 ,3]oxazin-1-yl)-piperidin-1-yl]- 
acetamide hydrochloride. 

[12] N-(2-Methoxy-<libenzofuran-3-yl)-2-[4-(2-oxo-4H-benzo[d][1 .3]oxazin-1 - 
yl)-piperidin-1-yq- acetamide hydrochloride). 

[13] N-(4^yclohexyl-phenyl)-2^[4-(2-oxo-4H-benzo[d][1 ,3]oxazin-1-yl)- 
piperidin-l-yQ- acetamide hydrochloride. 

[14] 1-{1-[2-(3.4-Dihidro-2H-^uirioliri-1-yl)-2-oxo-ethyl]piperidiri-4-yl}-1 .4- 
dihydro-benzo[d][1 ,3]oxazin-2-one hydrochloride, 

[1 5] 2-[4-(2-oxo-4H-benzo[d][1 ,3]oxazln-1 -yl)-piperidin-1-yl]-N-(9-oxo-9H- 
fluoren-3-yl)-2-phenyl-acetamide hydrochloride, 

[1 6] 2-[4-(2-oxo-4H-benzo[d][1 .3]oxazin-1 -yl)-piperidin-1 -yq-N-(9-oxo-9H- 
fluor8n-3^yl)-proplonamide hydrochloride, 

[1 7] N-(9-Ethyl-9H-cari3azol-3-yl)-2-[4-(2-oxo-4H-benzo[d][1 .3]oxazin-1 -yi)- 
piperidin-1 -yQ-acetarnide, 

[1 8] N-<9-Ethyl-9H-carbazol-3ryl)-2-[4-(2-oxo-4H-benzo[d][1 .3]oxazin-1-yl)- 
piperidin-1-yt]-acetamide hydrochloride. 
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[19] 2-[4-(6-methyl-2-oxo-4H-ben2o[d](1 .3]oxazin-1-yl).piperidin-1-yll-N-(9- 
oxo-9H-fluoren-3-yl)-acetamide. 



120] 2-[4-(6-methyl-2-oxo-4H-ben2o[d](1 .3]oxazin-1 -yl)-piperidin-1-yl]-N-(9- 
oxo-9H-fluoren-3-yl)-acetamkle hydrochloride. 

[21] N-(9-Ethyl-9H-carba2oI-3-yl)-2-[4-(6-methyl-2-oxo-4H- 

benzo[d][1 .3]oxazin-1-yi)-piperidin-1-yq-acetamide hydrochloride. 

(22] N-(4-Cyclohexyl-phenyl)-2-[4-(6-methyl-2-oxo-4H-benzo[d][1 ,3]oxazin- 
1 -yl)-piperidin-1 -yQ-acetamide. 

[23] N-(4-Cyciohexyl-phenyl)-2-[4-(6-methyl-2-oxo-4H-ben2o[d][1 .3X>xazin- 
l-yiy-plperkJfn-l-yq^cetamide hydrochloride. 

[24] N-{4-benzoyl-phenyl)-2-(4-(6-methyl-2-oxo-4H-benzo(d][1 ,3]oxa2in-1 - 
yl)-plperidln-1-yg- acetamide hydrochloride. 

[251 N-(9-Methyl-9H-carba2ol-3-yl)-2-[4-(2-oxo-4H-ben2o[d][1 .31oxazin-1 -yl> 
piperidln-1 -yl]-acetamide hydrochloride. 

[26] N-(9.10-Dloxo-9.10-dihydro-anthracene-2-yl)-2-(4-(2-oxo-4H- 

benzo[d][1 .3]oxazin-1 -yl)-plperidin-1 -yQ-acetamide hydrochloride. 

[27] N-[4-(Ethyl-phenyl-amlno)-phenyll-2-[4-(2-oxo-4H-ben2o[d](1 .3]oxazin- 
1-yl)-piperidin-1-yl]-acetamide hydrochloride. 

[28] 2-[4-(6-Methyl-2-oxo-4H-ben2o[d][1 ,3]oxa2ln-1-yl)-plperidln-1-yl]-N-(4- 
methyl-phenyl-amino)-phenyq-acetamlde hydrochloride, 

[29] 2-[4-(2-oxo-4H-benzo[d][1 ,3]oxazln-1-yl)-piperidln-1-yO-N-(4-phenoxy- 
phenyl)-acetamide hydrochloride. 
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[30] N-[4-(lsopropyl-phenyi-amino)-phenyq>2-[4-(2-oxo-4H- 

benzo[d][1 .3]oxazin-1-yl)-piperidin-1-yq-acetamide hydrochiorfeJe, 



[31] 3-[4^2-Ox<>4H-benzo[d][1 .3]oxazin-1-yl)-plperidln-1 -yq-N-(9^xo-9H- 
fluoren-3-yl)-propionamide hydrochloride, 

[32] 244-(6-Chloro-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yq-N-(9- 
ethyl-9H-carbazol-3-yl)-acetamide hydrochloride. 

[33] N-(4-Chloro-phenyl)-2-(4-(2-oxo-4H-benzo[d][1 .3]oxa2in-1 -yl)-plperidln- 
1-yi]-acetamlde hydrochloride, 

[34] 2-[4-(6-Chloro-2-oxo-4H-ben2o[d][1 .3]oxazin-1-yl)-piperidln-1-yl]-N-(4- 
chloro-phenyt)-acetamide hydrochloride. 

[35] 2.[4-(8^Methyi-2-<>xo^H-berizo[d][1.3]oxazlrt-1-yi)^pipeFidln-i-yi]-N-(9- 
oxo-9H-fluoren-3-yi)-acetamide hydrochloride. 

[36] 2-[4-(6-Chloro-2-oxo^H-benzo[d][1.3]oxazin.1-yl)-piperidin-1-yl]-N-(9- 
Oxo-9H-fluorer)-3-yi)-acetamlde hydrochloride. 

[37] N-(9-Hydroxy-9H-fluoren-3-yl)-2-[4-(8-methyl-2-oxo-4H- 

benzo[d][1 ,3]oxazJn-1 -yl)-piperidin-1 -yi]-acetamide hydrochloride, 

[38] N-(9-Hydroxy-9H-fIuoren-2.yl)-2-[4-(2-oxo-4H-ben2o[d][1 .31oxa2ln-1-yl)- 
piperidin-1 -yl]-acetamide hydrochloride, 

[39] 2-(4-(6-Chloro-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-plpeiidin-^1-yl]-N-(9- 
hydroxy-9H-fluoren-3-yl)-acetamide hydrochloride, 

[40] N-(9-Ethyl-9H-carbazoi-3-yl)-2-[4-(8-methyl-2-oxo-4H- 

ben20[d][1 ,3]oxazlrt-1 -yl>-pjperidin-1 -yl]-acetamide hydrochloride. 
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[41] 2-[4-(8-Methyl-2-oxc>-4H-benzo[cl][1.3]oxazin-1-yl)-piperidin-1-yl]-N-(4- 
ti1fiuoronnethyl-phenyl)-acetamide hydrochloride, 



[42] 2-[4<-(8-Methyl-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N- 
phenyl-acetamide hydrochloride. 

[43] 2-(4-(2-oxo-4H-benzo[d][1 ,3]oxazin-1 -yl>.piperldin-1 -yll-N-(4- 
trifluoromethyl-phenyl)-acetamide hydrochloride, 

[44] 2-[4-(6-Chloro-2-oxo-4H-benzo[d][1 ,3]oxazln-1-yl)-plperidln-1-yl]-N- 
phenyl-acetamide hydrochloride, 

[45] 2-[4-(6-Chloio-2-oxo-4H-benzo[d][1 ,3]oxazin-1-yl)-plperidln-1-yl]-N-(4- 
trifluorom6thyl-phenyl)-acetamide hydrochloride. 

[4Q 2-[4-(2-oxo-4H-benzo[d][1,3)oxa2ln-1-yl)-plperidin-1-yl]-N-phenyl- 
acetamide hydrochloride, 

[47] N-(4-Chloro-phenyl)-2-[4-(8-Methyl-2-oxo-4H-benzold][1 .3]oxazln-1 -yl)- 
piperidin-1-yt]-acetamide hydrochloride, 

[48] N-(4-Cyano-phenyl)-2-[4-(2-oxo-4H-benzo[d][1 .3]oxa2in-1 -yl>-piperidrn- 
1-yQ-acetamide hydrochloride. 

[49] N-(4-Cyano-phenyl)-2-[4-(8Hmethyl-2-oxo-4H-benzo[d][1 ,3]oxazin-1-yl)- 
piperidin-1-yl]-acetamlde hydrochloride, 

[50] 2-[4-(6-Chloro-2-oxo-4H-ben2o[d][1 ,3]oxazln-1-yl)-piperidln-1-yl]-N-(4- 
cyano-phenyi)-acetamide hydrochloride, 

[51] N-(4-Acethyl-phenyl>.2-(4-(2-oxo-4H-benzo[d][1,3]oxa2ln-1-yl)-plperidln- 
1-yl]-acetamide hydrochloride. 
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[52] 2-[4-(8-Methyl-2-oxo-4H-benzo[dl[1,31oxazin-1-yl)-plperidin-1-yl)-N-(4- 
phenoxy-phenyl)-ac8tamicie hydix>chloride. 



[53] N-(4-Acethyl-phenyl)-2-[4-(6-chloror2-oxo-4H-benzo[d][1 ,3]oxazin-1-yl)- 
piperidin-1 -yQ-acetamide hydrochloride, 

[54] N-(4-Acethyl-phenyl)-2-{4K8-methyi-2-oxo-4H-benzo[d][1.3]oxazin-1-yi)- 
piperidin-1 -yQ-acetamide hydrochloride, 

[65] 2-[4-(6-Chloro-2-oxo-4H-benzo[d][1 .3]oxazin-1 -yl)-piperidin-1 -yl]-N-(4- 
phenoxy-phenyt)-acetamlde hydrochloride, 

[56] N-(4-Benzoyl-phenyl)-2-[4-(8-methyl-2-oxo-4H-ben2o[d][1 .3]oxazln-1 - 
yl)-plperidin-1 -yQ-acetamide hydrochloride, 

[57] N-(4-Benzoyl-phenyl)-2-[4^6-chioro-2^xo-4hi-benzo[d][1 ,3]oxazin-1 -yl)- 
piperidin-1 -yl]-acetamide hydrochloride. 

[58] N-(2-Chloro-phenyl>2-[4-(6-methyl-2K>xo^H-benzo(d][1 .3]oxazli>1 -y\y 
piperidin-1 -yQ-acetamlde, 

[59] 2-[4-(6-Methyl-2-oxo-4H-benzo[d][1,3]oxazin-1-yi)-piperidln-1-yl]-N-<2- 
trifluoromethyl-phenyl)-acetamide, 

[60] 2-[4-(6-Methyl-2-oxo-4H-benzo[d][1 ,3]oxazin-1-yi)-piperidln-1-yl]-N- 
phenyl-acetamide, 

[61] N-(4^Cyclohexyl-phenyl>-2-[4^8^ethyl-2-oxo-4H-benzo[d][1 ,3]oxazin- 
1-yl)-plperidiiv1-yl]-acetamlde hydrochloride, 

[62] 2-[4-(6-Chloro-2-oxo-4H-benzo[d][1 ,3]oxazin-1 -yl)-piperidin-1 -yl]-N-(4- 
cyclohexyl-phenyi>-acetamide hydrochloride, 
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[631 N-(2-Benzoyl-phenyl)-2-[4-(2-oxo-4H-benzo(dl[1 .3]oxazin-1-yl)- 
piperidin-l-yQ-acetamide hydrochloride. 



[64] N-(2-Benzoyl-phenyl)-2-[4-(8-methyl-2-oxo-4H-benzo[d](1 .3]oxazin-1 - 
yl)-piperidin-1-yq-acetamide hydrochloride. 

[65] N-(2-Benzoyl-phenyl)-2-[4-(6-chlorD-2-oxo-4H-ben2o[d][1 ,3]oxazin-1 -yl)- 
piperidin-1-yl]-acetamide hydrochloride, 

[66] N-(2-Benzoyl-phenyl)-2-[4-(6-methyl-2-oxo-4H-benzo[d][1 .3]oxazin-1 - 
yl)-piperidln-1 -yQ-acetamide. 

[67] 2-[4-(6-Methyl-2-oxo-4H-benzo[dl[1,3]oxa23n-1-yl)-piperidln-1-yl]-N-(4- 
phenoxy^phenyl)-acetamlde hydrochloride. 

[68] N-(4-Acethyl-phenyl)-2-[4-(6-methyl-2-oxo-4H-benzo[d][1 .3]oxazin-l-yl)- 
piperidin-l-yQ-acetamide hydrochloride. 

[69] N-(9-Hydroxy-9H-fluoren-3-yl)-2-[4-(2-oxo-4H-benzo[d][1 .3]oxa2ln-1 -yl)- 
piperidin-1-yl]-acetamide hydrochloride. 

[70] 2>[4-(6-Chloro-2-oxo-4H-benzo[d][1 .3]oxazln-1-yl)-piperidln-1 -yl]-N-(9- 
oxo-9H-fluoren-2-yl)-acetamide hydrochloride. 

[71] 2-[4-(6-Methyl-2-oxo-4H-benzo[d][1 .3]oxazln-1-yl)-plperidln-1-yl]-N-(9- 
oxo-9l^-fluoren-2-yl)-acetamide hydrochloride. 

[72] 2-[4-(8-Methyl-2-oxo-4H-ben2o[d][1 ,3]oxazln-1-yl)-piperidln-1-yl]-N-(9- 
oxo-9H-fluoren-2-yl)-acetamide hydrochloride. 

[73] 2-[4-(6-Chloro-2-oxo-4H-ben20[d][1 ,3]oxazln-1-yl)-plperidln-1-yl]-N-(9- 
hydroxy-9H-fluoren-2-yl)-acetamlde hydrochloride. 
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[74] N-(9-Hydroxy-9H-fluoren-2-yl)-2-[4-(6-methyl-2-oxo-4H- 

benzo[d][1 .3]oxazin-1-yl)-piperidin-1-yi]-acetamicle hydrochloride. 



[75] hK9-Hydroxyr9H-fluoren-2-yl)-2-[4-(8-methyl-2-oxo^H- 

benzo[d][1 ,3]oxazin-1 -yl)-piperidin-1 -yQ-acetamide hydrochloride, 

[76] N-(9-Hydroxy-9HTfluoren-3-yl)-2-(4-(6-methyl-2-oxo-4H- 

benzo[d][1 ,3]oxazln>1-yi)-piperidin-1-yi]-acetamide hydrochloride, 

[77] N-(4-Cyclohexyl-phenyl)-2-[4-(7-fluoro-2-oxo-4H-ben2o(d][i .3]oxazin-1- 
yl)-piperidin-1 -yl]-acetamide hydrochloride, 

[78]. N-(9-Ethyl-9H-carbazol-3-yl)-2-[4-(5-fluoro-2-oxo-4H- 

benzo[d][1 ,3]oxazln-1 -yl)-plperidin-1-yl]-acetamide hydrochloride. 

[79] N-(9-Ethyi-9H-carbazol-3-yl)-2-[4-(6-metoxy-2-oxo^H- 

benzo[d][1 .3]oxazin-1 -yl>-plperidin-1^yq-aoetamide hydrochloride. 

[80] N^9-Ethyl-9H-carbazol-3-yl)-2-[4-(7-methyl-2-oxo-4H- 

benzo[d][1 ,3]oxazin-1-yl)-piperidln-1-yl]-acetamlde hydrochloride, 

[81] 2-[4-(5-Chloro-2-oxo-4H-benzo[d][1.3]oxazln-1-yl)-piperidin-1-yl]-N-(9- 
ethyl-9H-carbazol-3-yi)acetamide hydrochloride, 

[82] 2-[4-(5-Fluoro-2-oxo-4H-benzo[d](1 ,3]oxazin-1 -yl)-piperidln-1 -ya-N-(4- 
pheno}^-phenyl)-acetamlde hydrochloride. 

[83] 2-[4-(6-metoxy-2-oxo-4H-benzo[d][1,3]oxazir)-1-yl)-piperidin-1-yq-N-(9- 
oxo-9H-fluoren-3-yl)-acetamlde. 

[84] N-Dibenzofuran-2-yi-2-[4-(8-metoxy-2-oxo-4H-benzo[d][1,3]oxazin-1-yl>- 
piperidin-1-yl]- acetamide. 
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[85] 2-[4-(7-Chloro-2-oxo-4H-benzo[d][1 .3]oxazin-1-yl)-piperidin-1-yl].N- 
dibenzofuran-2-yl-acetamide. 



[86] 2-[4K6-Fluoro-2-oxo-4H-ben2»[d][1,3]oxa2ln-1-yl)-plperidin-1-yO-N-(9- 
oxo-9H-fluoren-3-yl)- acetamide. 

[87] 2-[4-(7-Fluoro-2-oxo-4H-benzo[d][1 ,3]oxazii>1 -yt)-piperidin-1 -yt]-N-(9- 
hydroxy-9H-fiuoren-3-yl)-acetamide.. 

[88] N-(9H-Carbazol-3-yl)-2-[4-(5-methyl-2-oxo-4H-benzo[d][1 ,3Joxazin-1 - 
yl)-piperidin-1 ^yq-aoetamide, 

[89] N-(9H-Cart)azol-3-yl)-2-[4-(5-fluoro-2-oxo-4H-benzo(d][1 ,3]oxazln-1-yl)- 
piperidin-1 -yQ-acetamkle. 

[90] N-(9H-carba2ol-3-yl)-2-[4-(6-rnetoxy^2-oxo-4H-berizo[d][1 .3]oxa2in-1- 
yl)-piperidln-1-yi]-acetamide. 

[91] N-(9-Ethyl-9H-carba2ol-3-yl)-2-[4-(6-metoxy-2-oxo-4H- 
benzo[d][1 ,3]oxazjn-1 -yl)-plperidln-1 -yQ-acetamlde, 

[92] 2-[4-(5-Metoxy-2-oxo-4H-benzo[d][1 ,3]oxazin-1-yl)-piperjdin'1-yi]-N-<4- 
phenoxy-phenyl)-acetamide. 

[93] N-(9-HydrDxy^9H-fluoren-3-yl>-2-[4-(7-methyl-2-oxo-4H- 
benzo[d][1 .3]oxazin-1>yl)-piperidin-1-yq-acetamide. 

[94] N-(9-Hydroxy-9H-fluoren-3-yl)-2-[4-(8-metoxy-2-oxo-4H- 
benzo[d][1 .3]oxazin-1 -yl)-pfperidin-1 -yQ-acetamide. 

[95] N-DibenzofuFan-2-yt-2-[4-(5-methyt-2-oxo-4H-benzo[d][1 .3]oxazin-1 -yl)- 
piperidin-1-yl]- acetemide, 
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[96] N-[4-(Ethyl-phenyl-amino)-phenyI]-2-[4-(7-methyl-2-oxo-4H- 
benzo[d][1 .3]oxazin-1 -y1)-piperidin-1 -yq-aceitamide. 



[97] N-(9H-Carbazol-3-yl>-2-[4-(8-chloro-2-oxo-4H-benzo[d][1 .3]bxazin-1 -yl)- 
piperidin-1 -yQ-acetamide. 

[98] N-[4-(Ettiyl-phenyl-amino)-phenyq-2-[4-(8-m6toxi-2-oxo-4H- 
benzo[d][1 ,3]oxazin-1 -yl)-piperidin-1 -yQ-acetamide. 

[99] N-(9-Hydroxy-9H-fluoren^yl)-2-[4-(2-oxo-4H-benzo[d][1 ,3]oxazln-1 -yl)- 
piperidin-1 -yl]^cetamide, 

[1 00] N-[4-{Hydroxy-phenyl-methyl>-phenyl-2-[4-(2-oxo-4H- 
benzo[d][1 ,3]oxazin-1 -yl)-piperidirHl-yl]^cetaraide, 

[1 01] N-[4-Chloro^2^(2-chl6ro-benzDyl)-phehyl]-2-[4^6-methyl-2-^^ 
benzo[d][1 .3]oxazin-1 -yl)-piperidin^1^yl]^cetamide. 

[102] Nr[4-Chlor(>2-(2-chloro-benzoyl)-phenyi]-2-[4-(2K>xo^H- 

benzo[d][1 ,3]oxazin-1 -yt)-piperidin-1-yl]-aGetamide hydrochloride, 

[103] N-[4-Chloro-2T(2-chloro-ben2oyl)-phenyq-2-[4-(8-nnethyl-2'Oxo-4H- 
benzo[d][1 .3]oxazin^1-yl)-piperidin-1-yi]-acetamide hydrochloride, 

[104] N44-Chloit>2-(2-chloro-benzoyl)-phenyl]-2-[4-(6-chlbro-2-oxo-4H- 
benzo[d][1 ,3]oxazin-1 -yl)-piperidin^1 -yQ-acetamide hydrochloride, 

[1 05] 2-[4-(7-Methyi^2-oxo-4H-benzo[d][1 .3]oxadn-1 -yl)-piperidin-1 -yQ-N- 
thiazoie-2-yl-acetamide, 

[1 06] 2-[4-(6^Fluoro-2-oxo-4H-benzo[d][1 .3]oxazin-1 .yl)-piperidin-1 -yQ-N- 
thlazole-2-yl-acetamide. 
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[1 07] N-Dibenzothiophene-2-yl-2-|4-(5-methoxy-2-oxo-4H- 
benzo[cl][1 ,3]oxazin-1 -yl)-piperidin-1-yl]-acetamide. 



[108] 2-[4-(7-Chtoio-2-oxo-4H-benzo[d][1.3]oxazin-1-yl)-piperidin-1-yl]-N- 
dibenzothIophene-2-yl-acetamide, 

[109] 2-[4-(5-Hydroxy-2-oxo-4H-ben2o(d][1 ,3]oxazin-1-yl)-plperidin-1-yl]-N-(4- 
phenoxy-phenyl)-acetamide, 

[110] Hi -[2-(3,4-Dihydro-1 H-isoquinoline-2>yl)-2-oxo-ethyl]-piperidin-4-yi}- 
1 .4<lihydro-benzo[d][1 ,3]oxazin-2-one hydrochloride. 

[Ill] 2-[4-(6-Fluoro.2-oxo-4H-ben2o[d][1 ,3]oxa2ln-1-yl)-plperidln-1 -yl]-N- 
quinoline-6-yl'acetaniide. 

(1 12] 2-[4K6-Methoxy-2-oxo-4H-benzo[d][1 .3]oxa2in-1-yl)-plperidln-1-ylJ-N- 
quinoline-6-yl^oetamide. 

[1 1 3] 2-[4-(6-Chioro-2-oxo-4H-benzo[d][1 .3]oxazin-1 -yl)-piperidin-1 -yQ-N- 
quinoiine-6-yl-acetamide. 

[1 14] 2-[4-(6-Fluoro-2-oxo-4H-benzo[d][1,3]oxazii>1-yI)i3jperjd}n-1-yl]-N-(2- 
methyl-benzothiazole-5-yl)-acetamide. 

[115] 2-[4-(6-Chloro-2-oxo-4H-benzo[d][1,3]oxazln-1-yl)-plperidln-1-yl]-N-(2- 
methyl-benzothiazole-5-yl)-aoetamide. 

[1 1 6] 2-[4-(6-Methoxy-2-oxo-4H-benzo[d][1 ,3]oxazin-1 -yl)-piperidin-1 -yl]-N-<2- 
methyl-ben»>thiazole-5-yl)-acetamide. 

[117] N-(3-Dimethylamino-phenyl)-2-[4-{2-oxo^H-benzo[dl[1 .3]oxazin-1 -yl)- 
piperidin-1 -yl]-acetamlde. 
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[1 1 81 N-(4-Dimethylamino-phenyl)-2-[4-(2-oxo-4Hrbenzo[d](1 .3]oxazin-1 -yl)- 
piperidin-1 -yl]-acetamide, 



[119] N-(3-Dlmethylamino-phenyl)-2-[4-(8Tmethyl-2-oxo-4H- 
benzo[d][1 .3]oxazin-1 -yl)-piperidin-1 -yQ-acetamide. 

[1 20] N-{4-Dimethylamlnophenyl}-2-[4-(8-methyl^2-oxo-4H- 
benzoid][1 ,3]oxazin-1 -yl)-piperidin-1 -yq-acetamide, 

[121] N-(3-Dimethylamino-phenyl)-2-[4-(6-methyl-2-oxo-4H- 
benzo[d][1 ,3]oxazin-1 -yi)-piperidin-1 -yQ-acetamide, 

[122] N-(4-Dimethylamlno-phenyl)-2-[4-(6^methyl-2-oxo-4H- 
benzo[d][1 ,3]pxazin-1 -yl)-pipei1din-1 ^yQ-acetamide. 

[123] N-(4-Diethylamino-phenyl)-2-[4^2-oxo-4H-benzo[d][1.3]oxazin-1-yl)- 
piperidin-1 -^acetamide, 

[1 24] 2-{2^[4-(2-Oxo-4H-benzo[d][1 .3]oxazin-1 -yl)-piperidin-1 -yQ^ 
acethylamino}»benzoic acid methyl ester. 

[125] 2-{2-[4-(8-Methyl- 2-ox6-4H-benzo[d][1.3]oxazin-1-yl)-piperidin-1-yl]- 
acethylamino}-benzoic acid methyl ester, 

[1 26] N-(2-Methoxy-dibenzofuran-3-yl)-2-[4-(2-oxo-4H-benzo[d][1 .3]oxazin-1 - 
yl)-piperidin-1 -yQ-acetamide hydrochloride, 

[127] N-2-[4-(6-Chloro-2K>xo-4H-benzo[d][1,3]oxaziri-1-ylH>iperidln-1-yl]-N- 
(2-methoxy-dibenzofuran-3-yl -acetamide hydrbchioridei 

[128] 2-{2-[4-(6-Chloro-2-oxo-4Hrbenzo[d][1 .3]oxazin-1-yl>-piperidin-1-yq- 
acethylamino}rbenzoic acid methyl ester^ 
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1129] 2-{2-[4-(6-Methyl -2-oxo-4H-benzo[d][1.3}oxazin-1-ylH>iperidin-1-yq- 
acethylamino}-benzoic add methyl ester. 



[130] 2-[4-(6-Chloro-2-oxo-4H-benzo[d][1,31oxa2in-1-yl)-plperldln-1-yll- N-(4- 
diethylamino-phenyl)-acetamide dihydrochloride. 

[131] 2-[4-(6-Chloro-2-oxo-4H-ben2o[d][1 ,3]oxazin-1 -yl)-piperidln-1 -yl]- N-{4- 
(ethyl-(2-hydroxy-ethyl)-amino]-phenyl}acetamide dihydrochloride, 

[1 32] N-{4-[Ethyl-(2-hydroxy-ethyl)-amlno]-phenyl}-2-[4-(6-methyl-2-oxo-4H- 
ben2o[dl[1.3]oxa2ln-1-yl)-piperidin-1-yl]-acetamlde dihydrochloride. 

[133] N-(4-Diethylamino-phenyl)-2-[4-(6-methyi-2-oxo-4H- 

benzo[d][1.3]oxazin-1-yi)-piperidli>1-yi]^cetamide dihydrochloride. 

[134] N-(4-Dlethylamlno-phenyl)-2-{4-(8-methyl-2-oxo-4H- 

benzo[d][1 ,3]oxazln-1 -yl)-piperidln-1-yl]-aGetamide dihydrochloride, 

[135] N-{4-[ethyl-(2-hydroxy-ethyl)-amlno]-phenyl}-2-[4-(8-methyl-2-oxo-4H- 
ben20[d][1 ,3]oxazln-1-yl)-piperidln-1-yl]-acetamide dihydrochloride, 

[1 36] N-Ben20l1 .3]dioxol-5-yl-2-[4-(2-oxo-4H-benzo[d)[1 .3]oxa2ln-1-yl). 
plperidln-1 -yQ-acetamlde. 

[1 37] N-Ben2o[1 ,3]dloxol-5-yl-2-[4-(6-methyl-2-oxo-4H-ben20[d][1 .3]oxa2ln-1- 
yl)-piperidin-1 -yQ-acetamlde. 

[138] N-Ben2o[1.3]dloxol-5-yl-2-[4-(6-chloro-2'Oxo-4H-benzo[d][1.3]oxa2ln-1- 
yl)-piperidin-1-yq-acetamlde. 

[1 39] N-Ben2o[1 .3]dioxol-5-yl-2-[4-(8-methyl-2-oxo-4H-benzo[d][1 .3]oxa2ln-1 - 
yi)-piperldln-1 -yQ-acetamlde, 
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[140] N-{4-[ethyl-(2-hydroxy-ethyl)-amino)-phenyl}-2-[4-(2-oxo-4H- 

benzo[d][1 ,3]oxazin-1 -yi)-piperidin-1 -yq-acetamide dihydrochloride. 



[141] 2-[4-(6-Chloro-2-oxo-4H-benzo[dl[1 .3]oxazln-1-yl)-plperidln-1-yl]-N-(4- 
dimethylaminc>-phenyl)-acetamide dihydrochloride, 

[142] N-(9-Hydroxy-9H^uoren^yl)-2-[4-(4-methyl-2-oxcHlH- 
benzo[d][1 ,3]oxazin-1 -yl)-piperidiiv1-yl]-ac8tannide, 

[143] N-(9-Ethyl-9H-carbazol-3-yl)-2-[4-(4-methyl-2-oxo-4H- 
benzo[d][1 ,3]oxazin-1 -yl)-piperidin-1 -yi]-acetamide. 

[144] 2-[4-(4-Methyl-2-oxo-4H-ben2o[d][1 ,3]oxazin-1-yl)-plperidin-1-yl]-N-(4- 
phenoxy-rphenyi)racetamide. 

[145] 2-{2-[4-(2-QxoHlH4)enzo[d][1 ,3]oxazin-1-yl)-piperidin-1-yq*acetamino}- 
benzoicadd, 

[146] 1 -{1 -[2-(6-Fluoro-2-methyl-3,4-dihydro-2H-quinoiine-1-yl>-2-oxo-dthyq- 
piperidin-4-yl}-1 ,4-dihydro-benzo[d][1 ,3]oxazin-2-one, 

[147] 6-Ghloro-1-{1-[2-(6-fluorD-2-methyl-3,4-dlhydro-2H-quinoline-1-yl)-2- " 
oxo-ethyl]-piperidin-4-yl}-1 ,4-dihydro-benzd[d][1 ,3]oxazin-2-one, 

[1 48] 1 -{1 -[2-(6-Fluoro-2-methyl-3,4-dihydror2H-qulnollne-1 -yl>-2-oxo-ethyl]- 
piperidin-4-yi}-6-methyl-1 .4-dihydro-ben2o[d][1 ,3]oxazin-2-one. 

[1 49] 1 -{1 -[2-(6-Ruoro-2-methyl-3.4-dihydro-2H-quinoline-1^yl>-2^xo-ethyl]- 
piperidiiv4-yl}-8-methyt-1 ,4-dihydro-benzo[d][1 ,3]oxazifv-2-one. 

[1 50] 1 -{1 -[2-(6-Methoxy-2.2.4-trimethyl-3.4-dihydro-2H-^uinoline-1 -yl)-2-oxo- 
ethyl]-piperidin-4-yl}-1 .4-dihydro4)enzo[d][1 ,31oxazin-2-one; 
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[151] 6-ChlorcKl-{1-[2-(6-methoxy^2,2.4-trimemyl-3.4-dlhydro-2H-quinollne-1- 
yl)-2-oxo-ethyl]-plperidin-4-yl}-1 .4-dihydro-benzo[d][1 .3]oxazln-2-one. 



[152J H1-[2-(6-Methoxy-2.2.4-trimethyl-3,4-dlhydro-2H-qufnollne-1-yl>.2-^x^ 
ethyIJ-piperidin-4-yl}-8-methyl-1 .4-dihydro-benzo[d][1 ,3]oxa2ln-2-one, 

[163] H1-[2-<6-Methoxy^2,2.4-trimethyl-3.4-dlhydro-2H-qulnoline-1-yl)-2-oxo- 
ethyl]-plperidin-4-yl}-6-methyl-1 ,4-dlhydro-benzo(d][1 ,3]oxazin-2-one, 

[1 64] N-(9-Hydroxy-9H-fluoren-3-yl).2-(4-(2-oxo-7-trifluormethyl-4H- 
benzo[d][1 ,3]oxazin-1 -yl)-piperidin-1 -yQ-acetamide, 

[156] N-(9H-carbazol-3-yl)-2-[4-(2-oxo-7-trifluormethyl-4H- 
benzo[d][1 ,3]oxazin-1 -yl)-pjperidin>1-yg>aoetamide. 

[166] 2-[4-(2-Oxo-7.trffluomiethyMH4)en2o[dl[1.3]oxazln-1-yl)-piperidin-1-ylJ- 
N-(4-phenoxy-phenyl)-acetamide, 

[1 67] N-(9-Ethyl-9H-carbazol-3-yl)-2-[4-(2-oxo-7-trifluormethyMH- 
benzo[d][1 .3]oxazin-1 -yl)-piperidin-1 -yl]-acetamide. 

[168] 2-4-(6,7-Dmuoro2-oxo-4H-benzo[d][1 ,3]oxazin-1-yl)-pjperidin-1-yl]-N- 
(9-hydinoxy-9H-fluoren-3-yi)-acetamide. 

[1 59] N-(9H-carbazol-3-yl)-2-[4-(6,7-dffluoiD-2-oxo-4H-benzo[d][1 ,3]oxazin-1 - 
yi)-piperidin-1 -yq^cetamide. 

[160] 2-4-(6,7-Difluoio-2-oxo-4H-ben20[d][1 .3]oxazln-1-ylH)lperidin-1-ylJ-N- 
(4-phenoxy-phenyt)-acetamide. 

[161] 2-4-(6,7-Difluoro-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-plperfdln-1-yl]-N- 
(9-ethyl'9H-carbazol-3-yl)-aoetamide, 
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[162] 2-[4-(4-Methyl-2-oxo-4H-benzo[d][1,31oxa2in-1-yl)-piperidjn-1-yll-N-(9- 
oxo-9H-fluoren-3-yl)-acetamide. 

[163] 2-[4-<6-ChlorQ-2-oxo-4H-ben2o[dl[1 ,31oxazin-1-yl)-plperidin-1-yll-N-(3- 
dimethylamino-phenyl)-acetamide. 

18. Process for the preparation of benzoxazinone-derived compounds according 
to claims 1-17. characterized in that at least one compound of general fonnula 



wherein R^*^ and R^^ have the mining according to claim 1 is reacted with at 
least one compound of general formula (III), 



wherein A has the meaning according to daim 1, F represents halogen, 
hydroxy or an O-acyl group and G represents halogen, preferably chlorine, in 
a suitable reaction medium and in the presence of at least one biase and/or at 
least one auxiliary agent, and reacting the so obtained compound of general 



(II). 




(II) 




(III) 



(IV) 
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O 




,11 

(IV). 



wherein A, G, R^<* and R^^ have the above defined meaning, with at least one 
piperidin compound of general fbnnuia (V) and/or a salt, preferably 
hydrochloride, thereof. 



R« 




(V). 

wherein R^ to R^ have the meaning according to daim 1. in a suitable reaction 
medium, optionally in the presence of at least one base and/or at least one 
auxiliary agent 
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1 9. Process for the preparation of a physiologically acceptable salt of the 
bertzoxazinone-derived compounds according to claims 1-17, characterized in 
that at least one compound of general fonnula (I) having at least one basic 
group is reacted with at least one acid, preferably an inorganic or organic acid, 
preferably in the presence of a suitable reaction medium. 

20. Process for the preparation of a physiologically acceptable salt of the 
benzoxazinone-derived compounds according to claims 1-17, characterized in 
that at least one compound of general formula (I) having at least one addic 
group is reacted with at least one base, preferably in the presence of a 
suitable reaction medium. 

21 . Compounds of general fonnula (V) according to daim 18: 

6- Methyl-1 -(piperldin-4-yl>-1 ,4-dlhydro-2H-3,1 rbenzoxazln-2-one. 

7- Methyl-1 -(piperkiin-4-yl)-1 i4-dihydro-2H-3,1 -benzoxazirH2-one, 

8- MethyH-(piperidin-4-yl)-1,4-dihydro-2H-3.1-benzoxazin-2-one, 

5- Chloro-1 -(piperidin-4-yl>^1 ,4-dihydro-2H-3,1 -t>enzoxazln-2-one. 

6- Chloro-1 -(plperidin-4-yl>-1 ,4-dihydro-2H-3, 1 -benzoxazin-2-one. 
8-Chloro-1 -(piperidin-4-yl)-1 ,4-dihydro-2H-3, 1 -benzoxazin-2^ne, 

6- Fluoro-1-(piperidin-4-yl>1.4<lihydro-2H-3,1-benzoxazln-2-one, 

7- Fluoro-1 -(piperidin-4-yl)-1 ,4-dihydro-2H-3, 1 -benzoxazin-2-one, 
5-Methoxy-1 -(piperidin-4-yl)-1 ,4-dihydn>-2H-3,1 -benzoxazin-2-one, 

[10] 6-Methoxy-1-(piperidin-4-yl)-1,4-dlhydro-2H-3,1-benzoxazln-2-one, 

128 



[1] 
12] 
[31 
[41 
[51 
[6] 

[7] 
[81 
[91 



BNS0OC10:<WO 03064952^1 J.> 



wo 03/064952 



PCT/EP03/03629 



(1 1] 5-Hydroxy-1-(plperidin-4-yl>.1 .4-dihydro-2H-3.1-benzoxazin-2-one. 

[12] 6-HydrDxy-1-(piperidln-4-yl)-1 .4-dihydro-2H-3.1-benzoxazin-2-one. 

[13] 8-Hydroxy-1-(piperidin-4-yl)-1 .4-dihydro-2H-3.1-benzoxazin-2-one. 

[14] 6.7-Difluoro-1 -piperidin-4-yl-1 ,4-dihydro-benzo[d][1 .3]oxazin-2-one and 

[1 5] 1 -Piperidin-4-yl-7-ti1fluoromethyl-1 .4-dihydro-benzo[d][1 ,3] oxazIn-2- 
one. 

optionally in form of their salts. 

22. Medteament comprising at least one Isen^xazinone-derived compound 
according to any one of claims 1-17. optionally in form of one of its 
stereoisomers, preferably enantiomers or d»stereomers. its racemate or in 
form of a mixture of at least two of its stereoisomers in any mixing ratio, or a 
physiologically acceptable salt thereof, or a solvate, respectively, and 
optionally one or more phanmaceutically acceptable adjuvants. 

23. Medicament according to claim 22 for the regulation of neuropeptide Y 
receptors, preferably of neuropeptide Y 5 (NPY5) receptor, for the regulation of 
food ingestion, preferably for the prophylaxis and/or treatment of disoitlers of 
food ingestion, preferably obesity, anorexia or bulimia, for the prophylaxis 
and/or treatment of disorders of the peripheral nervous system, disorders of 
the central nervous system, diabetes, arthritis, epilepsy, anxiety, depression, 
cognitive disorders, preferably memory disorders, cardiovascular diseases, 
pain, hypertensive syndrom, inflammatory diseases or immune diseases. 
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Use of at least one benzoxazinone-derived compound according to any one of 
claims 1*17. optionally in fomi of one of its stereoisomers, preferably 
enantiomers or diastereomers, its racemate or in form of a mixture of at least 
two of its stereoisomers in any mbcing ratio, or a physiologically acceptable salt 
thereof, or a solvate, respectively, for the manufacture of a medicament for the 
regulation of neuropeptide Y receptors, preferably of neuropeptide Y 5 (NPY5) 
receptor. 

Use of at least one benzoxazinone-derived compound according to any one of 
claims 1-17, optionally in form of one of its stereoisomers, preferably 
enantiomers or diastereomers, its racemate or in form of a mixture of at least 
two of its stereoisomers in any mixing ratio, or a physiologically acceptable salt 
thereof, or a solvate, respectively, for the manufacture of a medicament with 
antagonistic properties for the neuropeptide Y 5 (NPY5) receptor. 

Use of at least one benzoxazinone-derived compound according to any one of 
claims 1-17, optionally in form of one of its stereoisomers, preferably 
enantiomers or diastereomers, its racemate or in form of a mixture of at least, 
two of its stereoisomers in any mixing ratio, or a physiologically acceptable salt 
thereof, or a solvate, respectively, for the manufacture of a medicament for the 
prophylaxis or treatment of disorders of food ingestion, preferably ot>esity, 
anorexia or bulimia. 

Use of at least one benzoxazinone-derived compound according to any one of 
claims 1 -1 7, optionally in form of one of its stereoisomers, preferably 
enantiomers or diastereomers, its racemate or in fomi of a mixture of at least 
two of its stereoisomers in any mixing ratio, or a physiologically acceptable salt 
thereof, or a solvate, respectively, for the manufacture of a medicament for the 
prophylaxis and/or treatment of disorders of the peripheral nervous system. 
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I. Use of at least one benzoxazinone-derived compound according to any one of 
dalnre 1-1 7, optionally in form of one of its stereoisomers, preferably 
enantiomers or diastereomers, its racemate or in form of a mixture of at least 
two of its stereoisomers in any mixing ratio, or a physiologically acceptable salt 
thereof, or a solvate, respectively, for the manufacture of a medicament for the 
prophylaxis and/or treatment of disorders of the central nen^ous system. 

Use of at least one benzoxazlnone-derived compound according to any one of 
claims 1-17, optionally In fonm of one of its stereoisomers, preferably 
enantiomers or diastereomers. Its racemate or in fonn of a mixture of at least 
two of its stereoisomers in any mixing ratio, or a physiologically acceptable salt 
thereof, or a solvate, respectively, for the manufacture of a medicament for the 
prophylaxis and/or treatment of anxiety. 

Use of at least one benzoxazinone-derived compound according to any one of 
claims 1-17. optionally in forni of one of its stereoisomers, preferably 
enantiomers or diastereomers. its racemate or in fomn of a mixture of at least 
two of its stereoisomers in any mixing ratio, or a physiologically acceptable salt 
thereof, or a solvate, respectively, for the manufacture of a medicament for the 
prophylaxis and/or treatment of depression. 

Use of at least one benzoxazlnone-derived compound according to any one of 
claims 1-17, optionally in fonn of one of its stereoisomers, preferably 
enantiomers or diastereomers, its racemate or in fonn of a mixture of at least 
two of its stereoisomers in any mixing ratio, or a physiologically acceptable salt 
thereof, or a solvate, respectively, for the manufacture of a medicament for the 
prophylaxis and/or treatment of cognitive disorders, preferably memory 
disorders. 
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32. Use of at least one benzbxazinone-derived compound according to any one of 
claims 1-17. optionally in fomn of one of Its stereoisomers, preferably 
enantiomers or diastereomers, its racemate or in form of a mixture of at least 
two of its stereoisomers in any mixing ratio, or a physiologically acceptable salt 
thereof, or a solvate, respectively, for the manufacture of a medicament for the 
prophylaxis and/or treatment of cardtovascular diseases. 

33. Use of at least one benzoxadnon&<lerived compound according to any one of 
claims 1-17, optionally in form of one of its stereoisomers, preferably 
enantiomers or diastereomers, its racemate or in form of a mixture of at least 
two of its stereoisomers in any mixing ratio, or a physiologically acceptable salt 
thereof, or a solvate, respectively, for the manufacture of a medicament for the 
prophylaxis and/or treatment of pain. 

34. Use of at least one benzoxazinone^erived corhpound according to any one of 
claims 1 -1 7, optionally in form of one of its stereoisomers, preferably 
enantioniers or diastereomers, Its racemate or in fomi of a mixtujfe of at least 
two of its stereoisomers in any mixing ratio, or a physiologically acceptable salt 
thereof, or a solvate, respectively, for the manufacture of a medicament for the 
prophylaxis and/or treatment of hypertensive syndrom. 

35. Use of at least one benzoxazinone-derived compound according to any one of 
claims 1-17, optionally in form of one of its stereoisomers, preferably 
enantiomers or diastereomers, its racemate or in form of a mixture of at least 
two of its stereoisomers in any mixing ratio, or a physiologically acceptable salt 
thereof, or a solvate, respectiveiy, for the manufacture of a medicament for the 
prophylaxis and/or treatment of inflammatoiy diseases. 
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36. Use of at least one benzoxazinone-derived compound according to any one of 
daims 1-17, optionally in fbnn of one of its stereoisomers, preferably 
enantiomers or diastereomers, its racemate or in form of a mixture of at least 
two of its stereoisomers in any mixing ratio, or a physiologically acceptable salt 
thereof, or a solvate, respectively, for the manufacture of a medicament for the 
prophylaxis and/or treatment of immune diseases. 

37. Use of at least one benzoxazinone-derived compound according to any one of 
claims 1-17, optionally in form of one of its stereoisomers, preferably 
enantiomers or diastereomers. its racemate or in form of a mixture of at least 
two of its stereoisomers in any mixing ratio, or a physiologically acceptat>le salt 
thereof, or a solvate, respectively, for the manufacture of a medicament for the 
prophylaxis or treatment of diabetes. 

38. Use of at least one benzoxazinone-derived compound according to any one of 
claims 1-17. optionally in form of one of its stereoisomers, preferat>ly 
enantiomers or diastereomers, its racemate or in form of a mixture of at least 
two of its stereoisomers in any mixing ratio, or a physiotogically acceptable salt 
thereof, or a solvate, respectively, for the manufacture of a medicament for the 
prophylaxis or treatment of epilepsy. 

39. Use of at least one benzoxazinone-derived compound according to any one of 
claims 1-17, optionally in form of one of its stereoisomers, preferably 
enantiomers or diastereomers. its racemate or in form of a mixture of at least 
two of ite stereoisomers in any mixing ratio, or a physiologically acceptebie salt 
thereof, or a solvate, respectively, for the manufacture of a medicament for the 
prophylaxis or treatment of arthritis. 
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